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(57) Abstract m 

Novel peptides having the activity f regulating the functi n f a cell membrane receptor which carries an intracellular 
carboxy-terrninal amino acid sequence of -A, -A 2 -A 3 , carrying an amino acid sequence consisting f at least three amin acids in the 
lengthwise direction, and having a carb xy-tcrminal sequence of -X-Y-Z (wherein X is the same as A, r represents an amino acid 
belonging to the same category as A , does; Y represents an L-amino acid or glycine; and Z is the same as A 3 r represents an amino acid 
belonging to the same category as A 3 docs); derivatives thereof improved in the bi logical stability, cell membrane permeability or the 
above-mentioned regulating activity of the same and pharmaceutical^ acceptable salts there f; medicinal compositions containing these 
compounds a method for analyzing the function f a recept r r the C-terminus thereof by using these compounds; a method f r regulating 
the signal transmission by a cell membrane receptor; and a method for treating diseases in association with the signal transnrussi n by cell 
membrane receptors. 
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S47555 




NMDA receptor modulatory chain hNR2 A 


FQAEV 


SLV 


A55689 




G-protein-coopled receptor 3 


RSRSP 


SOV 


S39S34 




cor I icotropin-releasing hormone receptor 


S1KQS 


TAV 


QRHUBl 




beta-l-adrenergic receptor 


GFASE 


SKV 


S39495 




u-plasmioogcn actuator receptor form 2 


EEAQA 


THV 


A37223 




a 1 pha-2B-adrenerg ic receptor 


RPWTO 


TAW 


A47111 




melanocort in receptor 4 


LCDLS 


SRY 


S29506 




neurotensin receptor 


NATRE 


TLY 
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-elite I \> 

m m © ffi m u & m 

Elites Fa 57;;»WKi:i-5^>h'hDOFa s/ 

P T P - B A Sft&mmZ^-f*- b 5 : J*7? AT** -So 

EI2fi. ^>h'hD©Fa s /PT P - B A S©*£^fc::fc,fcir#-g$©#W;£ 
Fa sCDC^fig^^K<Z>j^»^f-^57T*5o 

EI3I*. Ac- S LVCD&T S ;KWL-7 ^ ^ gfc** l^ter U 
*Jft^ X + +>L^^KlmM#«Tlc*3^-5^>t*ho©Fa s/ 
P T P - B A Si^ffl^/7t^77t*5. 

EUlix Ac-SLV0L^i<OL-7; y&*Sl>t±rU 

>Lfc-^^f- KO. lmMcDff&TJwfctf*^ >h*ho©F a s/PTP 
- B A S^|iS^t/7 7-e*5c 

EI5(i^ Ac-SLViAc-TLV®^>t*hDFa s/PTP-BASg 

E6<ix Ny^;M*. fl5c{*^K©>f>t*hDFas/PTP- 

B A S g^gtt^Tf ^7 7T'* 5 0 
EI 7 li. N3iffimm#<D'f >b'hoFas/PTP-BA S *£&IE^©»gflc 

#ttffi^*t/77t^, 

EI8 ti> C^jg^tfcf*©^ >t*hDFas/PTP-BA S|§£|fi^gt££7* 
t/7 7T"*4o 

El 91*. 7>f^D^>y'i?i/ 3 >l:<j:H h*fig£D L D - l*fflflSf*9lc&A 

Ell Oti. Cyh- NHCO- SLV- OMe^ Cyh- NHCO- SLV- 
OEU Ph- NHCO- SLV- OMe% Ph- NHCO- SLV- OEtO 
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HI 1 fcU Ph- NHCO- S L V- OEtOt h*^*Bi(ffl!iSD L D - 1 <c*t 

•T -5 *fflI!S5Elf3*fEffl **^«J© J$B©We* So 
£ai2<i. V I Pffi#6<jmW^:©3tfcg{C^N-SPh- NHCO- S L V- 

OE t ©ftffl^t/7 7f*5o 
EI13{i. VI Ptt#W^W^:©3fim«wMi-^Ph- NHCO- SLA- 

o e t <Dttm&7Fi~y ; y yc&z>o 

H 1 4 tt. VI P«#W5lW^©3tfcBUw*f1-5 Ph- NHCO- SLL- 

0 E t (Dftm&xrj-y? 
H15tt. V I P0E#ra««©*«C*t-*-*Ph- NHCO- SLV- OH 

E16li. I S0«#W§lfi©?l!!SlcS«ft5Ph- NHCO- SH- 
OE t<DfFffl^-r^5 7-eafes 0 

E17(i. I SOttl?^f3t©SfiS»^t5Ph- NHCO- SLA- 

o e t (Dftm&ffcty? 7t*^o 

miz\u I SO(«e»W*«©3«il=*W*Ph- NHCO- SLV- 

o e t ©f^a*^*"^ *o 

h§ £ n V& t" ^ i6 <D * & © 3£ 

I. *&W<?)4t&® 

*m\V>il£tolU C5fc«ffi«C*>^^»tfffi* (RCRffi*) ^rW-T^ffl 

jjai^uHr^^-tDC^igis^j^SJw^if-r >$nr*5t)x i/-tr^^-©c^c 
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(5£#> X = A X t>L< l±A x ilol— »It57;/K; Y = L-7i;K 
*^^{i^*U ; Z = A 3 *>L< liA 3 i|5]-^IStcS^-ST <D*A> 

-L-VT"*5Fa s <h P T P - B A S 3, 'J>t£< <tt>3®<D 

T i JWt*M:i!%£UzmU -X-Y-Z (5£* x X = L— b U > N L-XU* 
— *5^liL-->7f'l' > ; Y = L-T i JM&Z^^UyV i/> ; Z = L- 

K^SS^FfSHwWU -X-Y-Z X=L--bU> > L-*U*->^ 

*5^liL-v/7f'f > ; Y = L — T S J K*5V>(i^'J •>> ; Z = L-'<'J > v 

C pfcigSEW*- S - L - L -C 5 * S /3 2 - T K Ix-^ >? «y ^ U-fe -CD 

a«i«rffl*t-*. ^<it>3io7i y&^g^isjcwu -x-y-z 

X = L --tr 'J L-XL/t->, *5l^4L- >Xr--f > ; Y = L- 
TUSiSI-Mi^'Jy^; Z = L - o 'y >) ©rt Jl^*- ^^E^J^W-T Z> 
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Z (5Wx X = L — Hr D ^'L-^Ut-X *S^<iL - ->*-7"f > ; Y=L 

Wmiy^^fi-C^immttMVMtfttoKWtL^ Fa s/PTP- 
7* K i EgK®Stt*W U g^^lRltw 3 ® £>tUi 4 5 ® t Wmm.^ 

X-Y-Z-Cx Y = D-7; J »®«^ii%<if t»«ISiSS7Si4«:W$ "f > Y = L - 

«BlcJ:oT**»3lWgtttt£<r*ntt^o m*-t*> Fas/PTP-BASg 
£BS3Mte£^"CM^ Y = D-a>f •>>T?te£<i5tfe&<tt'^ Y=±T©L- 

*£*j§ ( * N nusrt-eftwwcsert? (fin*., «n*£^irac5i&£W 

*56W*6tt. Fa i/PTP-BASIS«*iStt*«"*^^K©m* 
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ra*. R 1 =A 1 tL<tiA 1 ±m-&mizm+ * r i j wtvwmmm ; r 2 

m> *fcliSM*-C*tK mttOTbMl 2Tfc*K n li 0 fcS^ti 1 *K 

$t>{cn*<l©^(iRg<i:R 9 (i-H^Jc/j:- 3 TW^fi£LTt«k^ ; fcfc'U 




BNSDOCtD:<WO ©7n09iAi 1 > 



# 0 

PCT/JP96/02697 

WO 97/1 1091 2 1 

[5£4\ R j=L— trU >fcL<ttL-^U*->©fflS«Mllift ; R 2 =L-7i 
;i<Dm«i§^S^Ii^ ; R 3 = L - 7 i V &<Z>{M8i8!ig£* 
«*U R 5 > R 6 > R 7 > R 8 **CFR 9 tt«»iBI«"e** 




««K R 1 = L--tr >; >fc L< liL-XU*-><£ffifl&8fc§ ; R 2 =L-7S 
y KOMUftS* * l*tt** ; R 3 = L g > % L — f V o -f -»* * l^tt L 
-a^i/>ofllia«l«U R 5 . Rgfc^tfRgttWHStlWe**] T 

iSBA 4^A5isJ:C«6lw*5V^rR g **^»R g t> L < 

»a7***»*Mk $»*fctt«*T*tK ±IS^.4C*3^T«. £&Cff 

jl;U7 = J *;U--Ki;UXtt&CflcK»t>L< li#fi&S>Wl*7 * ya/UiK-A* 
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Fas/PTP-BA SttefflffiflC&^T C5fcSg£fl£gfJi Lfz^f^f- KR3M*li. 
-f>t*hnT©Fa s / P T P - B A S^iffitUi<ITt5*< t hCD#>*ffl 

R l *^VMiR 4 «-^{cW1--5^mo5:{*iSlt©^i:< it^ioK SEE 
ifc£l.>liREET'i&.Mt£$k <fc£^tex R 7 <Z>'J>t£< 1 1>— o*<7K3fcT-&<Mfc 
£^£&l:f* Cim^o Cft^OjgtfcttliF a s £ P T P - B A S t<D&& 

ZtL*<DNm%l&Z\HtCJtii%<Dmmt. Fa s/PTP-BASg^SI 

mtCfc^Tfc^-e*-Se Mz#tfl f £&l£ LTx VI PHr^-Oi/^bfcl 

ffl»U<f> £ 2 ~ 7 Ku ^^ y * n?^^ -o ^^t^feiffi^iifci,^ m*. 
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&&©#%0Jlc*5OT7FLrt: «fc 9<-n iE^^^lwJi P T P - B A 
*<B«) & tltt V * lw *>a^fc> ;*di§JffiT*(* 8 5 tSfelw P T P - B A S ©3E3! 

*g©£MSli PTF-BAS * - «b<w«k t>gMSef*©$E£ls]&LT 

^^pJ^*<*SC«i:^LTl^o #f|B8#t>tiN ^©.fc^ttffilfflliSK&^T 
P T P - B A S *<ig£ij2£3i Ltl>5 1 ^ 9^Bt-So'^ N 

P T P - B A S O F a s ^Oi^* Ifi^t 5 C i 0 x PTP-BAS 

ct^HJc^mL^o -r^^^x *»i8#e>tt^ *>^a©ffi«ii!aic*5^TPTP 

/PTP-BAS^pi^pj^jD-r^CitcktJx «MS©tn;Fa settle:** 

PTP-BAS tt£ffl»M^ffc^fclwWS&T?* 5:t SrgrT t> ©T-£> * £ 
<*^iwF a s U K^^LTV^5fflBa#5^TaSaii#«LTi;t)> it^^ 
*»Fa s/PTP-BAS*££RB^JlcJ;tK tHia5E->^^©«MW«r«l 

*tiK|g^$nSi>©T{i£:<. ^D8©4b^i*iw5tF a s 
tf#^Fa s y#>Ki©#fflK<J:S±fe#&£t>^t;k©£-f So <e©B5ffl^ 
-5 <t£#J©ffl* ; £IBffi5"*' ZttiZ**)^ PTP-BAS©Fas ^©tt^Stt* 

i5PTP-BAS©Fas ^©*££St*©<£«lix 0 9 L < tt^M 
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77-> (A) . TJl^r-y (R) x 7^7^> (N) x T^^^^l 
(D) x (C) x > (Q) x (E) > 

(G) x t**^> (H) . ^VD^«» (I) N a^is> (L) s U (K) 
n > (M) % 7x-;I/7?-> (F) x ^"a y > (P) x -ty > (S) x 

(T) x h'j^h7 7 > (W) N fD-» (Y) % /<y> (V) o it 

HiLTtix 01*.tfx ***y>^ /S-t Ko + S//<y > % 0-4-kKo*-> 
7x-^o<», a- t --f+A,?*) >>x 2-7;yK«> a-v/^a^^ 

SfoKttT UK : A % R N N x Q> Ex I> L x ^ M> F % P N W N Y, V 
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&7k&7 US:^ D, C, Qn E. H. K. S. T. Y 
iE«^fTi JW : R> H. K 
jn. : E 

7K^^tT^yg?:R. N, D. C. Q. Ex H. K, M. S, T, Y 

7; yS?m©S^S©BS-^-|co^T(i. T-bf-^S (Ac) . 
JIM (Me) . xf;H (Et) > ^VZfac'Jim (i Pr) , 7x-;H 
(Ph) x i/9 u^*ri/)\& (Cyh) ^h^X^to 

(1) t SXX 



a) 


N*7*^ JW 




(*: 












A c 


-SXA, 


A c 


-sxc> 


A c 


-SXD N 


A c 


-SXE. 


A c 


-SXF. 


A c 


-SXG, 


A c 


-SXH N 


A c 


-SXK 


A c 


-SXK, 


A c 


-SXU 


Ac 


-SXM, 


A c 


-SXN> 


A c 


-SXP. 


A c 


-SXQ, 


A c 


-SXR, 


A c 


-SXSx 


A c 


-SXT. 


A c 


-SXV, 


A c 


-SXWx 


A c 


-SXY 


Ac 


-TXA, 


A c 


-TXC, 


A c 


-TXD, 


A c 


— TX E, 


A c 


— T X F, 


A c 


-TXG, 


A c 


-TXHx 


A c 


-TX K 


A c 


-TXK, 


A c 


-TXLx 


A c 


-TXM> 


A c 


-TXNx 


A c 


-TXP, 


A c 


-TXQ. 


A c 


-TXR, 


Ac 


-TXS, 


A c 


-TXT, 


A c 


-TXV N 


A c 


-TXW> 


A c 


-TXYo 



b) N^T-fe^^K C*x^f;M* : 

Ac-SXA-OEt, Ac-SXC-OEt, Ac-SXD-OEt, Ac- 
SXE-OE t, Ac-SXF-OEL Ac-SXG-OEt, Ac-SXH 
-OEU Ac-SXl-OEt, Ac-SXK-OEt, Ac-SXL- 
OE L Ac-SXM-OE t. Ac-SXN-OE U Ac-SXP-OEt N 
Ac-SXQ-OEts Ac-SXR-OEt, Ac-SXS-OEU Ac- 
SXT-OEt, Ac-SXV-OEt, Ac-SXW-OEt, Ac-SXY 
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-0E t e 



Ac-TXA-OEt. Ac-TXC-OEt, Ac-TXD-OEt, A c - 
TXE-OE U Ac-TXF-OEt, Ac-TXG-OEt, Ac-TXH 
-OE U Ac-TXI-OEU Ac— TXK — OE t N A c-TXL- 
OEU Ac-TXM-OEt, Ac-TXN-OEt, Ac-TXP-OEt, 
Ac-TXQ-OEt. Ac-TXR-OEU Ac-TXS-OEU A c - 
TXT-OEt, Ac-TXV-OEU Ac-TXW-OEt, Ac-TXY 
-OE to 



Ph 


-NHCO- 


SXAx 


Ph 


-NHCO- 


SXCx 


Ph 


-NHCO- 


SXD. 


Ph 


-NHCO- 


SXEx 


Ph 


-NHCO- 


SXF> 


Ph 


-NHCO- 


SXG, 


Ph 


-NHCO- 


SXHx 


Ph 


-NHCO- 


sx u 


Ph 


-NHCO- 


SXK, 


Ph 


-NHCO- 


SXL> 


Ph 


-NHCO- 


SXMx 


P h 


-NHCO- 


SXN> 


Ph 


-NHCO- 


SXP, 


Ph 


-NHCO- 


SXCk 


Ph 


-NHCO- 


SXR> 


Ph 


-NHCO- 


SXS, 


Ph 


-NHCO- 


SXT\ 


Ph 


-NHCO- 


SXV, 


Ph 


-NHCO- 


SXW, 


Ph 


-NHCO- 


SXYo 








Ph 


-NHCO- 


T X A> 


Ph 


-NHCO- 


TXC> 


Ph 


-NHCO- 


TXDx 


Ph 


-NHCO- 


TXE> 


Ph 


-NHCO- 


TXF> 


Ph 


- N H C 0 - 


TXGx 


Ph 


-NHCO- 


T XH N 


Ph 


-NHCO- 


TX I N 


Ph 


-NHCO- 


TXK. 


Ph 


-NHCO- 


TXU 


Ph 


-NHCO- 


TXM, 


Ph 


-NHCO- 


TXNx 


Ph 


-NHCO- 


TXP, 


Ph 


-NHCO- 


TXQ X 


Ph 


-NHCO- 


T XR X 


Ph 


-NHCO- 


TXSx 


Ph 


-NHCO- 


TXT. 


Ph 


-NHCO- 


TXV. 


Ph 


-NHCO- 


TXW, 


Ph 


-NHCO- 


TXYo 









d) N5fc7i — JIT i J iJJls*— )W C*xxf;K* : 
Ph-NHCO-SXA-OEt, P h - N H C O - S X C - O E L Ph- 
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NHCO-SXD-OEt, Ph-NHCO-SXE-OE U Ph-NHCO 
-SXF-OEU Ph-NHCO-SXG-OE t. Ph-NHCO-SXH 
-OEt\ Ph-NHCO-SX I -OE t, P h - NH C O - S XK - O E U 
Ph-NHCO-SXL-OE U Ph-NHCO- SXM-OE Ph- 
NHCO-SXN-OEt. Ph-NHCO-SXP-OEU Ph-NHCO 
-SXQ-OEU Ph-NHCO-SXR-OEt, Ph-NHCO-SXS 
-OEt. Ph-NHCO-SXT-OE t, Ph-NHCO-SXV-OE t> 
Ph-NHCO-SXW-OE U Ph-NHCO-SXY-OEto 
Ph-NHCO-TXA-OE U Ph-NHCO-TXC-OE tx Ph- 
NHCO-TXD-OEt, Ph-NHCO-TXE-OE t, Ph-NHCO 
-TXF-OEU Ph-NHCO-TXG-OE Ph-NHCO-TXH 
-OEt. Ph-NHCO-TX I -OE U Ph-NHCO-TXK-OE t, 
Ph-NHCO-TXL-OE Ph-NHCO — TXM — O E t % Ph- 
NHCO - T XN - O E t . Ph-NHCO-TXP-OEt> Ph-NHCO 
-TXQ-OEU Ph-NHCO-TXR-OE t. Ph-NHCO-TXS 
-OEU Ph-NHCO-TXT-OEt x Ph-NHCO-TXV-OE t, 
Ph-NHCO-TXW-OEU P h -N H C O - T X Y- O E t e 
e) Nfv/^D^Wb7i J >>M* : 

Cyh-NHCO-SXV, Cy h-NHCO-TXV> Cyh-NHCO- 
SXK Cyh-NHCO-TXK Cyh-NHCO-SXU Cyh- 
NHCO-TXU Cyh-NHCO-SXV-OEt> Cyh-NHCO- 
TXV-OEU Cy h-NHCO-SX I -OE Cyh-NHCO- 
TXI-OEU Cyb-NHCO-SXL-OEt, Cyh-NHCO- 
TXL-OE to 
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(2) t SLV 

a) N3fc7l>-. C3fc:7l>-# : 

RNEIQSLV, NEIQSLV, EIQSLV. IQSLV.QSLV. 

SLVe 

b) N^T-fe^K C3fc7'J-{*: 

Ac— RNE I QSLV N Ac-NEIQSLV. Ac-EIQSLV. Ac- 
IQSLV, Ac-QSLV, Ac-SLV, Ac-CLV, Ac-TLV 

c) N^T-fe^K C*iXf;W : 

Ac-EIQSLV-OEt> Ac- I QSLV-OE t % Ac-SLV- 
OMe> Ac-SLV-OEt. Ac-SLV-OiPr. Ac-CLV- 
OMe x Ac-TLV-OMe, Ac-TLV-OEU Ac-TLV- 
OiPr e 

d) N*7x-^7^A^K C5fc:7'J-#: 

Ph-NHCO-SLV, Ph-NHCO-CLV. Ph-NHCO-TLV 0 

e) N5fc"7*-=- ^7; J-h)\,1£— ;l/> C^iXfJH* : 
Ph-NHCO-SLV-OMe, Ph — NHCO— CLV — OMe> Ph- 
NHCO-TLV-OMe, Ph— NHCO— SLV — OE t N Ph-NHCO 
-CLV-OEU Ph-NHCO-TLV-OEt, Ph-NHCO-SLV 
-OiPr. Ph-NHCO-CLV-0 i P r. Ph-NHCO-TLV- 
0iPr o 

f) N^>^D^*'>A7W*^-^ C*7U-#: 
Cyh-NHCO-SLV, Cy h-NHCO-CLV, Cyh-NHCO- 

TLV 

g) N5f5->^o^*S/«lUT5y*^#— C3frx*"r;H*: 

Cyh— NHCO— SLV — OMe> Cyh-NHCO-CLV-OMe. 
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Cyh-NHCO-TLV-OMe. Cyh-NHCO-SLV-OEU 
Cyh-NHCO-CLV-OEt N Cy h-NHCO-TLV-OE t, 
Cyh-NHCO-SLV-OiPr. Cyh-NHCO-CLV-OiPr N 
Cyh-NHCO-TLV-Oi Pr, 

h) W%.y ^-JUJJltf—JK C$Z7 l )-ft: 
Ph-CO-SLV. Ph-CO-CLV, ?h-CO-TLV e 

i) N*7x-;^;l/t'i )W C3fci*-rJH*: 

Ph-CO-S L V — O M e >, P h - C O- C L V - OM e . Ph-CO- 
TLV-OMe, P h-CO- S LV-OE U Ph-CO-CLV-OE t, 
Ph-CO-TLV-OE to 
j ) N5fc$/? w^*-i/Asil)l'#=-)W U — W • 

Cyh-CO-SLV. Cyh-CO-CLV, Cyh-CO-TLV 0 

Cy h-CO-SL V-OMcx C y h - C O- C L V-OM e ^ Cyh-CO 
— T LV-OMe, Cy h-CO-SLV-OE Cyh-CO-CLV- 
OEU C y h-CO-TL V-OE to 
1 ) 37C# : 

Ac _ S _0_ (C H g NH) -LV, Ac — SL — 0— (CHgNH) -V> 
A c — S — 0 — (CHgNH) -LV-OMe, Ac-SL-0- (CHgNH) 
-V-OMe, Ac-S-0- (CHgNH) -LV-OE Ac-SL-0 



- (CHgNH) -V-OE to 
m) N/TJlft: 

Ac- (NMe) SLV, Ac-S- (NMe) LV, Ac- (NMe) SLV 
-OMe. Ac-S- (NMe) LV-OMe e 
n) D(*: 
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Ac- (D) SLV, Ac- (D) SLV-OMe e 

o) sl imm»: 

Ac-SLK Ac-SLl-OMe, Ac-SLI-OEt, Ac-SLl- 
OiPr, Ph-NHCO-SLK Ph-NHCO-SL I -OMe^ Ph- 
NHCO-SL I -OE U P h-NHCO-SL I -O i P r e 
p) SLAmmft: 

Ac-SLA> Ac-SLA-OMe, Ac-SLA-OEt, Ph-NHCO 
-SLA, Ph-NHCO-S LA-OMe, P h -NH CO- S L A-OE U 
Ph-NHCO-SLA-OiPr 0 
(3) ffeg) t SXV 



a) 




C3Z7 «J - 


(*: 












A c 


-SAV, Ac 


-scv, 


A c - 


SDV, 


A c - 


SEV, 


A c 


-SFV, 


Ac 


-SGV, Ac 


-SHV, 


A c - 


S I V, 


A c - 


SKV % 


A c 


-SMV, 


A c 


-SNV, Ac 


-S PV N 


A c - 


SQV, 


A c - 


SRVx 


A c 


-S S V. 


Ac 


-STV, Ac 


-svv, 


A c - 


SWV, 


A c - 


SYV, 


A c 


— T A V, 


A c 


-TCV, Ac 


— TD V, 


A c - 


TE V. 


A c - 


TFV, 


A c 


— TG V, 


A c 


-THV, Ac 


-T I V, 


A c - 


TKV, 


A c - 


TMV N 


A c 


— TN V, 


A c 


-TPV, A c 


— T Q V, 


A c - 


TRV N 


A c - 


TSV, 


A c 


— TT V, 


A c 


-TVV, Ac 


-TWV, 


A c - 


TYV 0 










b) 




Cfxxf;H* : 












A c 


-S AV-OMe, Ac - 


scv 


-OMe 


x Ac 


-S DV 


-OMe, A c 



SEV-OMe, Ac-SFV-OMe, Ac-SGV-OMe N Ac-SHV 
-OMe, Ac-SIV-OMe, Ac-SKV-OMe, Ac-SMV- 
OMe> Ac-SNV-OMe, Ac-SPV-OMe, Ac-SQV-OMe, 
Ac-SRV-OMe, Ac-SSV-OMe, Ac-STV-OMe, Ac- 
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SVV-0Me x Ac-SWV-OMe. Ac-SYV-0Me> Ac-TAV 
-OMe, Ac-TCV-OMe. Ac-TDV-OMe, Ac-TEV- 
OMe> Ac-TFV-OMex Ac— TGV — OMe N Ac-THV-OMe, 
Ac-TIV-OMe^ A c — TKV — OMe N Ac-TMV-OMe, Ac- 
TNV-OMex Ac-TPV-OMe> Ac-TQV-OMe % Ac-TRV 
-OMe. Ac-TSV-OMe> Ac-TTV-OMe x Ac-TVV- 
OM e > Ac-TWV-OMe^ Ac-TYV-OMe^ Ac-SAV-OEU 
Ac-SCV-OEt, Ac-SDV-OEU Ac-SEV-OEt s Ac- 
SFV-OEtx Ac-SGV-OEt x Ac-SHV-OEU Ac-SIV 
-OE U Ac-SKV-OEt, Ac-SMV-OEt. Ac-SNV- 
OEt, Ac-SPV-OEt. Ac-SQV-OEtx Ac-SRV-OEU 
Ac-SSV-OEt, Ac-STV-OEU Ac-SVV-OEt. Ac- 
SWV-OEtx Ac-SYV-OEU Ac-TAV-OEU Ac-TCV 
-OEU Ac-TDV-OEtx Ac-TEV-OEt, Ac-TFV- 
OEt, Ac— TGV — OE t N Ac-THV-OEt, Ac-TIV-OEU 
Ac-TKV-OEU Ac-TMV-OEt> Ac-TNV-OEt^ Ac- 
TPV-OEt, Ac-TQV-OEt, Ac-TRV-OEt> Ac-TSV 
-OEU Ac-TTV-OEt. Ac-TVV-OEt. Ac-TWV- 
OE t> A c-TYV-OE t e 



c) 












Ph 


-NHCO-SAV, 


P h 


-NHCO- 


scv, 


P h 


-NHCO- 


SDV X 


Ph 


-NHCO-SEV, 


Ph 


-NHCO- 


SFV. 


P h 


-NHCO- 


SGV. 


P h 


-NHCO-SHV. 


Ph 


-NHCO- 


S I v x 


Ph 


-NHCO- 


SKV, 


Ph 


-NHCO-SMV. 


Ph 


-NHCO- 


SNV. 


P h 


-NHCO- 


S PV. 


Ph 


-NHCO-SQV. 


P h 


-NHCO- 


SRV. 


P h 


-NHCO- 


ssv. 
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P h 


-NHCO- 


S T V\ 


P h - 


NHCO-SVV\ 


P h - 


NH CO- 




P h 


- NH C 0 - 


S Y V N 


Ph- 


NHCO-TAV^ 


P h - 


NH C 0 — 


T C V. 


P h 

* A A 


-NHCO- 


TDV, 

A Aw' » ^ 


p h - 


NHCO — TEVx 


P h - 


NHCO — 

A ^ A A 


T F V 


P h 


—NHCO— 


TGVx 


P h — 

A A A 


NHCO-THVv 


P h — 

A il 


NHCO — 

A 1 A A w V/ 


T I V 

1 1 V % 


P h 

A A A 


-NHCO- 


TKV, 


Ph- 


NHCO-TMVx 


P h — 


NHCO — 

A ^ A A 


TNV. 

A A ^ ▼ % 


P h 


-NHCO- 


TPV, 


Ph- 


NHCO-TOV 


P h — 


NHCO — 

i ^ ii V/ vy 


TPV 

1 XV V ^ 


Ph 


-NHCO- 


TSV, 


P h- 


NHC O-TTVv 


Ph- 


NHCO- 


TVV, 


Ph 


-NHCO- 


TWV, 


Ph- 


NHC0-TYV o 








d) 




C^jexf^H* 








Ph 


-NHCO- 


S AV- 


OE t 


> Ph-NHCO- 


SCV 


-OE U 


P h- 


NHCO- SDV 


-OE t 


. Ph 


— NHCO — SEV 


-OE t> Ph- 


NHCC 



-SFV-OEt> Ph-NHCO-SGV-OEt, Ph-NHCO-SHV 
-OEt, Ph — NHCO— S IV — OE t » Ph— NHCO— SKV — OE t N 
Ph-NHCO-SMV-OEt, Ph — NHCO— SNV — OE t N P h - 
NHCO-SPV-OEU Ph-NHCO-SQV-OE U Ph-NHCO 
-SRV-OEU Ph-NHCO-S S V-OE t N Ph-NHCO-STV 
-OEt, Ph-NHCO- SVV-OE U Ph-NHCO-SWV-OE t, 
Ph-NHCO-SYV-OE U Ph— NHCO — TAV— OE t > Ph- 
NHCO-TCV-OEU Ph-NHCO-TDV-OEt, Ph-NHCO 
-TEV-OEt, Ph-NHCO-TF V-OE t N Ph-NHCO-TGV 
-OEtx Ph-NHCO-THV-OE L Ph— NHCO — T I V — OE t > 
Ph-NHCO-TKV-OEtx P h - N H C O -TMV- O E U Ph- 
NHCO-TNV-OEU Ph— NHCO — TPV — OE t N Ph-NHCO 
-TQV-OEU Ph-NHCO-TRV-OEt, Ph-NHCO-TSV 
-OEU Ph-NHCO-TTV-OE t> P h - NH C O - T V V - O E U 
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Ph-NHCO-TWV-OE U Ph-NHCO-TYV-OE t 
(4) t SXL 

a) N5fcT-fe^,»K C3fc7'J-#: 

Ac-SCLx Ac-SFL> Ac-SGL> Ac-SHU Ac-SLL N 
Ac-SSU Ac-SVU Ac-SYL, Ac-TGU Ac-TLU 
Ac-TTL. Ac-TVLo 

b) NpfcT-fe^k C*x7f;*: 

Ac-SCL-OEt^ Ac-SFL-OEU Ac-SGL-OE t N Ac — 
SHL-OEt^ Ac-SLL-OEU Ac-SSL-OEU Ac-SVL 
-OEt, Ac-SYL-OEU Ac-TGL-OEU Ac-TLL- 
OEt> A c — TTL — OE t> Ac-TVL-OEt> Ac — SLL — OMe N 
Ac-SLL-OiPr N Ac-TTL-OMe^ Ac-TTL-OiPr 

Ph-NHCO-SCL^ Ph-NHCO-SFL> Ph-NHCO-SGL> 
Ph-NHCO-SHL, Ph-NHCO-SLL> Ph-NHCO-SSL % 
Ph-NHCO-SVL N Ph-NHCO-SYL, Ph-NHCO-TGU 
Ph— NHCO — TLL N Ph-NHCO-TTU Ph-NHCO-TVL e 
d) N5|C7i— JIT I J -h)\>#— )W C^i^^^K*: 
Ph-NHCO-S CL-OE U Ph — NHCO— SFL — OE t >. Ph- 
NHCO-SGL-OEU Ph— NHCO — SHL — OE t x Ph-NHCO 
-SLL-OEU Ph-NHCO-S SL-OE U Ph-NHCO-SVL 
-OEU Ph-NHCO-SYL-OEtx Ph-NHCO-TGL-OE 
Ph-NHCO-TLL-OE U Ph-NHCO-TTL-OE t % Ph- 
NHCO-TVL-OEt, Ph— NHCO — S L L — OM e N Ph-NHCO 
-SLL-OiPr^ Ph-NHCO-TTL-OMex Ph-NHCO- 
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TTL-0 i P r e 

(5) t SXA 

a) N^T-fef-^x C?£y*)-W: 

Ac-SDAx Ac-SSA N Ac-STA, Ac-SVA> Ac-TEAx 
A c-TMA 0 

b) N5^T-b^;K C^X7f;H* : 

Ac-SDA-OEt, Ac-SSA-OEU Ac-STA-OEt^ Ac- 
SVA-OEt. Ac— TEA — OE t x Ac— TMA — OE t 0 

c) N^7x-;l/7;;*^-;k C3fc:7U-#:: 

Ph-NHCO-SDA. Ph-NHCO-SSA, Ph-NHCO-STA. 
Ph-NHCO-SVAx Ph-NHCO-TEA> Ph-NHC0-TMA o 

Ph-NHCO-SDA-OE t x P h - NH C O - S S A - O E t x P h - 
NHCO-STA-OE tx Ph-NHCO-S VA-OE Ph-NHCO 
— TEA — OE t N Ph-NHCO-TMA-OE to 

(6) t SXC 

a) N3fcTH?^;K C5fc7'J-#: 

A c - SDCx Ac-SLC, A c - SMC N Ac-SSC, Ac-STC, 
Ac-SVCx Ac-TDC> Ac-TECx Ac-TGC C 

b) N5fc7-fe^;K C^iZf^: 

Ac-SDC-OEtx Ac-SLC-OEtx Ac-SMC-OEt, Ac- 
SSC-OEtx Ac-STC-OEt N Ac-SVC-OEtx Ac-TDC 
-OE tx Ac-TEC-OEtx Ac-TGC-OEt c 

c) JUT I y tjJltf—jl,^ 

Ph-NHCO-SDC Ph-NHCO-SLCx Ph-NHCO-SMCx 
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Ph-NHCO-SSC, Ph-NHCO-STC. Ph-NHCO-SVC, 
Ph-NHCO-TDC> Ph-NHCO-TEC> Ph-NHC0-TGC o 
d) N^7x-;b7i;*^--»k C^X-TJUft : 
Ph-NHCO-SDC-OE U Ph-NHCO-SLC-OE t, Ph- 
NHCO - S MC - O E t > Ph-NHCO-S S C-OE t x Ph-NHCO 
-STC-OEtx P h-NHCO-SVC- OE t x Ph-NHCO-TDC 
-OEU P h-NHCO-TE C-OE U P h - NH C O - TG C - O E t 

(7) t SXD 

Ac-SPD, Ac-SPD-OEK Ph-NHCO-SPD^ Ph- 
NHCO - S P D - O E t o 

(8) t SXE 

A c — TME„ Ac-TME-OEU Ph-NHCO-TME, Ph- 
NHCO-TME-OE t e 

(9) t SXF 

a) N^T-bf-^K C*7'J-(t: 

A c — S H F N Ac-SVF> Ac-TCF, Ac-TTFx Ac-TYF 0 

b) N3fcT-fe^;W C*iXf;l4: 

Ac-SHF-OEt> Ac-SVF-OEL Ac-TCF-OEU Ac- 
TTF-OEL Ac-TYF-OEto 

c) N*7xi;l/7i;*^-/k C5^7U-(*: 

Ph-NHCO-SHF> Ph-NHCO-SVF> Ph-NHCO-TCF. 
Ph-NHCO-TTF, Ph-NHCO— TYF 0 

d) N^i-^T S J ii)i>#—)W CliXfil'ft : 
Ph-NHCO-SHF-OE tx Ph-NHCO-SVF-OE t, Ph- 
NHCO-TCF-OEU Ph-NHCO-TTF-OE t x Ph-NHCO 
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-TYF-0E to 
(1 0) t SXG 

Ac-SRGx A c — T R G„ Ac-SRG-OEU Ac-TRG-OEt, 
Ph-NHCO-SRG. Ph— NHCO — TRG N Ph-NHCO-SRG- 
OEt N Ph-NHCO-TRG-OE to 
(1 1) t SXH 

Ac-SFH, Ac-SNH, Ac-SRH> Ac-SFH-OEU Ac- 
SNH-OEU Ac-SRH-OEU Ph-NHCO-SFH. Ph- 
NHCO-SNH, Ph-NHCO-SRH, Ph — NHCO— SFH — OE tx 

Ph-NHCO-SNH-OEt. Ph-NHCO-SRH-OEto 
(12) t SX I 

a) N^T-fef-As. C5K7U~{*: 

Ac-SGK Ac-SMU Ac-SPI, Ac-SVI s Ac-TDK 
A c -TK K A c -TN I 0 

b) N5fcT-fe^;K C^Xt^M*: 

Ac-SGI-OEU Ac-SMI-OEt, Ac-SPI-OEU Ac- 
SVI-OEt, Ac-TDI-OEU Ac-TKI-OEt, Ac-TNI 
-OE to 

c) N^7x-;l/7;y*;bt:--ik C5fc7 

Ph-NHCO-SGK Ph-NHCO-SMK Ph-NHCO-SPL 
Ph-NHCO-SVK Ph-NHCO-TDK Ph-NHCO-TKK 
Ph-NHCO-TN I e 

d) NM? ^—JlT i J ;K C^iXr^K* : 

Ph— NHCO— SG I — OE t N Ph-NHCO-SMI -OE t, Ph- 
NHCO-SPI-OEt, Ph-NHCO-SVI-OEt, Ph-NHCO 
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-TDI-OEU Ph-NHCO-TKI-OEt, Ph-NHCO-TNI 

-0Et o 
(1 3) t SXK 

a) N5fcT-fe*-;K C5fc:7y-#: 

Ac-SEK, Ac-SGK, Ac-SPK> A c — S S K N A c — T E K> 
Ac-TIK^ Ac-TSKx A c — TTK 0 

b) N^T-fe^K C*xxfA^: 

Ac-SEK-OEU Ac-SGK-OEt, Ac-SPK-OEt N Ac- 
SSK-OEt, Ac-TEK-OEU Ac-TIK-OEU Ac-TSK 
— OE t % Ac-TTK-OEto 

c) N^7i-^7;;*M:-;k C*:7>J-#: 

Ph-NHCO-SEKx Ph-NHCO-SGK^ Ph-NHCO-SPKs 
Ph-NHCO-SSK. Ph-NHCO-TEK, Ph-NHCO-TIK. 
Ph-NHCO-TSK, Ph-NHCO-TTKo 

d) N*7x-^7 5 J ilfrtf— As. C^iXf;H* : 

Ph-NHCO- S EK-OE t N Ph-NHCO-SGK-OE t N Ph- 
NHCO-SPK-OEt> Ph-NHCO-SSK-OE U Ph-NHCO 
-TEK-OEt, Ph-NHCO-T I K-OE U Ph-NHCO-TSK 
-OEt> Ph-NHCO-TTK-OE to 
(1 4) t SXM 

Ac-TVM, Ac-TVM-OEU Ph-NHCO-TVNk Ph- 
NHCO - TVM- O E t o 
(1 5) t SXN 

Ac-SMN> Ac-SNNs Ac-SSN, Ac-SMN-OEt. A c - 
SNN-OEU Ac-SSN-OEU Ph-NHCO-SMN, Ph- 
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NHCO-SNN, Ph-NHCO-SSN, Ph-NHCO-SMN-OE t, 
Ph-NHCO-SNN-OEt, Ph-NHCO-S SN-OE t c 
(16) t SXP 

Ac-SSP, Ac-STP, Ac-TRP, Ac-SSP-OEU Ac- 
STP-OEU Ac-TRP-OEt, Ph-NHCO-SSP, Ph- 
NHCO-STP, Ph-NHCO-TRP, Ph— NHCO— SSP — OE t N 
Ph-NHCO-STP-OEt, Ph-NHCO-TRP-OE t c 
(1 7) t SXQ 

Ac-SDCh Ac-SRCk Ac-TAQ^ Ac — SDQ — OE t N Ac- 
SRQ — OE t-» Ac— TAQ — OE t N Ph-NHCO-SDQ, Ph- 
NHCO-SRQ x Ph-NHCO-TAQx Ph-NHCO-SDQ-OE t, 
Ph— NHCO— SRQ — OE t > Ph — NHCO — TAQ — OE t 0 
(1 8) t SXR 

Ac-TAR N A c — T D R x Ac-TAR-OEt, Ac-TDR-OEU 
Ph-NHCO-TAR, Ph-NHCO-TDR, Ph-NHCO-TAR- 
OEt. Ph-NHCO-TDR-OE to 
(1 9) t SXS 

a) N3fcT-fe^;K C*i? ■;-<*: 

Ac-SCS, Ac-SQS X Ac-S SS N A c — T Q S N Ac-TSS e 

b) N^T-fe^K C3fciX-7^H* : 

Ac-SCS-OEU Ac-SQS-OEt> Ac-SSS-OEt, Ac- 
TQS-OEtx Ac-TSS-OEto 

c) N*7x-^7U*^-;k C^7'J-{*: 

Ph-NHCO-SCS^ Ph-NHCO-SQS. Ph-NHCO-SSS. 
Ph-NHCO-TQSx Ph-NHCO-TSSo 
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d) N3fc7i— )1>T I J C^x^f^ : 

Ph-NHCO-SCS-OE U Ph-NHCO-SQS-OE t, Ph- 
NHCO-SSS-OEt, Ph-NHCO-TQS-OE U Ph-NHCO 
-TSS-OEto 
(2 0) t SXT 

Ac-TDT\ A c — TDT — O E t > Ph-NHCO — TDT> Ph- 
NHCO-TDT-OE t c 
(2 1) t SXW 

Ac-TAW> Ac-TAW-OEt, Ph-NHCO-TAW x Ph- 
NHCO-TAW-OE t e 
(2 2) t SXY 

Ac-SRY, A c — TL Yx Ac-SRY-OEt. Ac-TLY-OEU 
Ph-NHCO-SRY. Ph-NHCO-TLY> Ph-NHCO-SRY- 
OEU Ph-NHCO-TLY-OEto 

if * L^^ftPftOikestot LTIi> Ac-SLV, Ac-SFV> Ac- 
S I V % Ac-SRV N Ac-SVV, Ac-TLV, Ac-SLU Ac- 
TTL N Ac-SLV-OMe, Ac-SFV-OMe^ Ac-SIV-OMe. 
Ac-SRV-OMex Ac-SVV-OMe^ Ac-TLV-OMe, Ac- 
SLL-OMe^ Ac— TTL — OMe x Ac-SLV-OEU Ac-SFV 
-OEU Ac-SIV-OEt, Ac-SRV-OEtx Ac-SVV- 
0 E t n Ac-TLV-OEtx Ac-SLL-OEU Ac— TTL — OE t > 
Ph-NHCO-SLV. Ph-NHCO-SFV, Ph-NHCO-SIV. 
Ph-NHCO-SRV. Ph-NHCO-SVV. Ph-NHCO-TLV. 
Ph-NHCO-SLL. Ph-NHCO-TTL, Ph-NHCO-SLV- 
OMe> Ph-NHCO-SFV-OMe. P h -NHCO- S I V-OMe. 
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Ph-NHCO- SRV-OMe, Ph— NHCO— SVV — OMe>, Ph- 
NHCO — TLV — OMe» Ph — NHCO — SLL — OMe N Ph-NHCO 
— T T L — OM e N Ph-NHCO-SLV-OE t, Ph-NHCO-SFV 
-OEU Ph-NHCO-S I V-OE U Ph — NHCO — SRV — OE t x 
Ph-NHCO- SVV-OE U P h -N H C O -T L V- O E U Ph- 
NHCO- S L L -OE t N Ph-NHCO-TTL-OEtx Cyh- 
NHCO-SLV> Cyh-NHCO-SFV, Cyh — NHCO— S I V N 
Cyh-NHCO-SRV N Cyh — NHCO — S V V N Cyh-NHCO- 
TLV, Cyh-NHCO-SLU Cy h— NHCO — TTL> Cyh- 
NHCO-SLV-OMe N Cy h-NHCO-SFV-OMe, Cyh- 
NHCO— S I V — OM e N Cyh — NHCO— SRV— OMe x Cyh- 
NHCO-S VV-OMe> C y h— NHCO — TLV — OMe N Cyh- 
NHCO-SLL-OMe, Cy h-NHCO-TTL-OMe, Cyh- 
NHCO— SLV — OE t N C y h-NHCO-S FV-OE U Cyh- 
NHCO-SlV-OEt> Cy h -N H C O - S R V- O E U Cyh- 
NHCO-SVV-OE t> Cy h-NHCO-TLV-OE U Cyh- 
NHCO-SLL-OEU Cyh — NHCO — TTL — OE t N Ph-CO- 
SLV % Ph-CO-S LV-OMe> Ph — CO— SLV — OE t x Cyh- 
CO-SLV N C y h-CO- S LV-OMe. C y h - CO- S L V-0 E t 

ffiU ±SS<b^OBSS^^{w*;i%-c. Ac-> Ph-CO-, Cyh-CO 
- x Ph-NHCO-. *S«fctfCy h - N H C O - liN3fc^<Dte«li£S:^ LTfc 

i"io -OMe x -OE t fc«fctf-0 i P r lt*tl*:tlC*Zl%<DfiJl#* 
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nt^*C4*«*1"«. E^J*©-0- (CH 2 NH) -f*T5 m*o**> 
(D) XCDlS-^-eHLTl^o 

fifcf!:^t8#B£> 5 3 4 7^-'^ 1 9 9 4^; $>ZWU Gregory A. 
Grant OB) ^ TSynthetic Peptides : A User s Guide J > 1. H. Freeman 
and Company a. BHB-tC*JM ttfzl?* Kl*> £ 

unmzmK u*^u-ms n fab-ms. fd- 

MS) . HPLCs tt&tffc ^H-NMR (500MHz) ^-<:rro *:«> 

N3i9&<DBtofte>0^ 7*fMtl*DMP (i?yfMM7; K) <K *R 
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ST. r fo a - ;Ht£«B £«l£RiS£fT -5 C t tc «k TH« $ n * o 

m&M* < mjtZtl1zZt*ttWLttZ<t&tolU ("J. Med. Chem. J, 
2 8m, 1 8 7 4M (1 9 8 5^) &*t*M: ri*»¥5-2 7 1 2 7 3^J 

XttiE»©;5Fi* (O r g. Syn. . 6 7^, 6 9H. 1 9 8 850 X-m$lLtz 
U^CDTfofJ V&£k ilfofO i*fc£^t*v?**v"7 \Ut££<OT foil *)±m&M. 

u^bu tv u>k. 7v >»ne. -eu>r >nu mem. i>> 

TWfflT-fc* e *»lk^liH:7'^-©II^It L< UVif> K©#Wt 
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li. mmmmm. mm. urn. eifo^ ?us. mmm&svtK 

©IiJf^fflO^Cfe^Sffl^O^J6twB#(ctft^--rsC<!:^T*^So H?^*- 

<t*©3fcS£#?^m©feg<Kfc#sfflj£©^ 
tf u c ©«^»jc^- **nm©<b^-e?&a"e* *sfcffi©WH© W* c ti h 

Fas. VI P L/-fe^^-©f&{C«g{cKUILTl^ t SXXtf- 7^rWt"S 
— L LT> transforming growth factor beta receptor III. 
insulin- like growth factor I receptor, growth hormone-releasing hormone 
receptor, somatostatin recptor 4.CTLA-4 counter-receptor B7-2. prolactin 
receptor long form, nerve growth factor receptor homo log. TGF-beta type 
II receptor, platelet-derived growth factor receptor beta , somatostatin 
receptor I , somatostatin receptor SSTB3. folate receptor type gamma, 
parathyroid hormone related peptide receptor, fibroblast growth factor 
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receptor 1 . epidermal growth factor receptor HER4, nerve growth factor 
receptor £> 5 1 transforming protein mas££>t;f £ C <5 0 Ztlt><D 

LTn Fas, luteinizing hormone-choriogonadotropin receptror 1, T-cell 
surface glycoprotein CD2, CTLA-4 counter-receptor B7-2. interleukin-5 
receptor, G protein-coupled receptor BLR, leukocyte surface glycoprotein 
CD16, vasoactive intestinal peptide receptor, antigen CD97. cell adhesion 
receptor CD36. IgG Fc receptor Ha, bradykinin B2 receptor 5 \*l± 
histamine B2 receptor 4 C <h*<T£ £ G Ctlb© -(Co^Jc^S 

— t LTn fibronectin receptor alpha chain, insulin- like growth factor I 
receptor, antigen CD97, cell adhesion receptor CD36, G-CSF receptor D7 
l*{iu-plasminogen activator receptor form 2 £:£>t:f£ CI i^Tr^ £> 0 Ctl£> 

I L-8 U-tr^^-©ftelC^SlcKIJiLTl^ t S XX^-7^t SfflJiS 
ggU-tr >^ — <h LTx transforming growth factor beta receptor III, 
prostaglandin E receptor subtype EP3C, prostanoid IP receptor, 
prostaglandin E receptor subtype EP1. G protein-coupled receptor BLR, 
nerve growth factor receptor homolog, TGF-beta typr II receptor, cell 
surface glycoprotein CDllc, secretory phospholipase A2 receptor 
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bradykinin B2 receptor %>i> IMihistamine H2 receptor ?rfelf5 vi^T'^ 

transforming growth factor beta receptor III. natriuretic peptide 
receptor C, prostaglandin E receptor subtype EP3C. prostanoid IP receptor, 
cannabinoid receptor CB2. natriuretic peptide receptor A .adrenergic 
receptor alpha 1A, vasoactive intestinal peptide receptor, TGF-beta type 
II receptor, cell adhesion receptor CD36, nicotinic acetylcholine receptor 
beta-2 chain, platelet-derived growth factor receptor beta, beta-- 
adrenergic receptor, endothel in receptor A subtype, glucagon-1 ike peptide- 
1 receptor, endothel in receptor B, antidiuretic hormone receptor, beta-1- 
adrenergic receoptor, serotonin receptor 5HT-2. serotonin receptor 5HT-1C, 
serotonin 5-HT2B receptor protein. U{£alpha-2B-adrenergic receptor 

glutamate receptor 6 kainate-pref erring receptor .oxytocin receptor, 
insulin- like growth factor I receptor, protein- tyrosine kinase sky, 
somatostatin receptor 4. somatostatin receptor I. somatostatin receptor 
SSTR3. glutamate receptor GluRl, metabotropic glutamate receptor 5 B. 
metabotropic glutamate 5 A.G protein-coupled receptor GPB1. muscarinic 
acetylcholine receptor M3. thyropin-re leasing hormone receptor, nerve 
growth factor receptor low affinity, VIP receptor, serotonin receptor 5HT- 
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2. serotonin receptor 5HT-1C, NMDA receptor chain 1, NMDA receptor 
modulatory chain hNR2A. corticotropin-releasing hormone receptor. i> 2> O li. 
oelanocortin receptor 4 ^^I^Ci^T'lSo Ctl<c>© Hr^- izStffci- 

calcitonin receptor, parathyroid hormone related peptide receptor&SlMi 
insulin-like growth factor I receptor ?s:tbVfZ> C £ 0 C tl£><Z> U-t? 

T£* 0 mmft. tt&rt. KTfc«k^»!!RrtfiJffll-KILTtt N Sfe£#cD«S& 
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C©<fc5ttJliJiJc«B£ LT(i> *»WO<k6«t*ICs 0»J*.tfx pH7. 4©4I 

t b<D!&%K&5-i-Z>± LT. lB^tlx IKlO. 0 0 lmg/kg (t h©# 
M) ri^i&2 Omg/kgH^ L< lB^JttK 0. 0 0 5mg/kg^£ft 
1 Omg/^MgT-fflW*£ft*©J&<— JK#n?*So 

^mmit^^m^xm.^(ofztz.iimmm3 9-4 4fc«ttf8 4-8 5^ 

T <i*ffl»Slg& U«fe 7 * -£T*<#£t £ 4- 0 'ft 4 *<hu&<D tSXX^f-7 £ Wf * 

a< 7 -f* h-->X^jgC:$^^0«BI}ac^-«lfi©tA:F a stX#&ZW±F a s U# 
> Ki^f^tfHfc^x ^IfPh-NHCO-SLV-OE t ££#J8U « 
8BflStwT# h->X*R»t*ni<F a s©RCRW'>^t;l/Ojlll*li:fi^ 
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WSfrSOV I P t*mM<D4t&®. miiPh-NHCO-SLV-OE t 

mmu vi p<Disy-hJi>*m#\ztititf. v i put^-©RCR»<-> 
tio^i *>*56w©^k«rc -© c*«m^<s>^^W£«k:h# l 

W*.**. gfc$©«fc?lw, Hr^-^Fas^5«^ FasiPTP- 
BAS©*£££PS^t-*C£Kcfc!)*fflB&9ElcBgi,TF a s *&<D ->?V-;l/£IEte 
ISffii-riCi^-C^^e iot^ Fa sfr&©S/^^*rC©J:-5i::S«!-*-«B# 
^(i«S©rfe8f{cjS{£:T*§So F a s ^^^©^{iSS^Si^iloiSH 
ICtt 5Ci *<IIBJ £ *1T*> t) (Nagata. S. and P. Golstein(1995), "The Fas 
death factor". Science (lash. DC). 267:1449-1456) . iot, _tIE©#&ti£L& 

3 8. 3 9> 4 0. 8 4l£3jrf iSlc. Fa s®C*«WKSLVOg3Ht 

Ztz^ V*-79-i)<V I P l/-b^^-tr*>^^. Hi£#J4 1 fc«ttf4 4 
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9t<D&&&mm?ZZtlzJ:t)^ V I P©ffffli:MLTV I P U*79-ti>t> 

^«W«oi&«iw»B-e**o *©l£> 8^oB»:iiVi p^-©c 
HS&'lrr* KS L V I ^-5 £ £j&<T*£ cmcRg^sns t>©T 
little V I PMr:/*-©*«tt*M^fct>B*&ttS S/^ 

0 -7 Flsj-ifyfrl/'k'ff-iSjL&l L-8 U-ty^-lwOV^Tt. *ft 
l/t^^ -^^ 2 - 7 Kl/t y »; ? l/t^-i><):CF I L-8I/W-© 

n m n 

nmmi 

L-**) Jl>-L-a-<( i/JV-L-'<i) > (SLV) <Pjg83 
Fraoc _ L _;NMj>© 0 ^/:Wangl/y> (4 00in^ 0. 2 

£IIft#aL*:8U Fmoc-L-D>f-» (0. iO*7rg>^R 
JD£@*S±T~fr^o FmocSO)!ft^li2 0%tX>j-;> (DMF&fc) * 

BNSDOCID: <WO 971109lA1._L> 
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HBTu (O -'<>•/ r VTV-Jl- 1 ->Ob-N, N. N' , N' -rh?y 

^•/>©N^ig©Fmo cg£^&{;:IIfc#3L*:SU Fmo c-0- t 

te> N»Fmo cg£llfc#&Lrt:SU T F A (h'j7;^Dft8) TAaaf 

i2Jt) JSIL^fT ot^o ii^ft*:^* KttfiflfcfcftoTflltJIU 32. ling©L- 
■b'J^-L-o-f i/)l-L-'<V > (SLV) *ntz 0 
FAB-MS (m/z) : 3 1 8 (MH + ) e 

*H — NMR (<5 N CD 3 OD) : 0. 9 5 (12H, m) v 1. 6 6 (3H, 
m) > 2. 1 6 (1 H, m) N 3. 8 5 (1 H, m) . 3. 9 4 (2H, m) . 
4. 27 (1H, d, J=6. 1Hz), 4. 52 (1H. d d, J = 9. 8, 
4. 9Hz) e 
lfc%fl)2 

N-T-trf-^-L--tr»J;U-L-o^'>;U-L-^<U > (Ac -SLV) <Pfg 

M 

^SfeWll t(5)«|{CWa ngl/v?> (9 Omg) £ffl^@te±T^fi£L*:^y^ K 
©N»;&it5Fmo cS^h°^U 5* >T'«ft#£ L rtigU 3 0 

?T*.\ 3. 7mg©N — T-te^-A' — L — -fer 'J JU — L — o >f L — U > (Ac 

-SLV) ^?§7to 
FAB-MS (m/z) : 3 6 0 (MH + ) e 

*H — NMR (5> CD 3 OD) : 0. 9 5 (1 2 H. m) . 1. 6 5 (3H. 

BNSDOCID: <WO 9711091A1J > 
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m) x 1. 9 9 (3H, s) . 2. 15 (1 H, m) x 3. 7 6 (2H, m) ^ 
4. 29 (1H, d, J=6. 1Hz). 4. 44 (1H, t, J=6. 1Hz) 
x 4. 48 (1H, dd. J=4. 9, 10. 4Hz) a 

N-OlAOl'-L--fe U Jl>-L-v( i/Jl-L -'<U > (Ph-CO-SL 
V) CDD^gi! 

HJfe^Jl tmm^Vfa ng\si?> (4 0 Omg) ^m^Wim±X'^Lfz^zf^ 

T|Hjfil©*^^U >y&J&*:lT^ £ bi:TF ATftLS-fSCiJCkt). 3 2. 
2mg©N-'<>\/>Ob-L--t? 'JA-L-D-f^-L-'OJ > (Ph-CO- 
SL V) £»fc„ 
FAB-MS (m/z) : 4 22 (MH + ) e 

! H-NMR (<5 N CD 3 OD) : 0. 9 5 (1 2H, m) ^ 1. 6 5 (2H, 
m) ^ 1. 7 5 (1H, m), 2. 16 (1H, m) , 3. 90 (2H. m) N 
4. 29 (1H, d. J = 5. 5Hz). 4. 52 (1H, dd, J = 4. 9, 
9. 8Hz). 4. 68 (1H, t. J=6. 1Hz). 7. 46 (2H. m) . 
7. 53 (1H. m) . 7. 87 (2H, d. J=7. 3Hz). 

mmm4 

N - i/fa^* 'sJl-ftJVtf—fo- L — -tr U )\>- L - L U > 

(Cyh-CO-SLV) cDlggg 

R|»IC*»^y yyKfotu ofcSU TFA*ffl*?Tl\ 2 6. 4mg©N->'* 
D^*'>^*A»iK— fe U^-L-o^f WU-L-'OJ > (Cy h-CO 
-SLV) ^fco 
FAB-MS (m/z) : 4 2 8 (MH + ) e 
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H — NMR (<K CD 3 OD) : 0. 94 (12H. m) . 1. 28 (3H, 
m) N 1. 41 (2H, m) ^ 1. 66 (4H. m) 1. 78 (4H, m) N 
2. 15 (1H. m) N 2. 24 (1H, m) > 3. 7 3 (2H, m) x 
4. 2 9 (1H, d, J =5. 5 Hz) „ 4. 4 4 (2H, m) 0 

nmms 

N — y jl—JIT $ J ft Jltf—jl,- L - * \) jl~ L-o-T WW-L-^'J > 
(Ph-NHCO-SLV) (0m9l 

m&W2 tmmzWa n g Uv> (4 0 Ong) ^ffl^@«±T-^Lfc^-/^ 
K£&*itS?&i&©ttfc>t)l:^ 7x-;KV>7^ — h (2MCDDMF&&) ~C 

mmtti^ TFAX'mm±<Di&&mti'y>fr*<DWQmL$:'rT*.\ 51. 2 

mg©N-7x- JIT i J t/Jltf—Jis-L -Hr »J >!/- L — o -< S/./U- L -/<»J > 
(Ph-NHCO-SLV) £*#fc 0 
FAB-MS (m/z) :4 3 7 (MH + ) 0 

^H — NMR CD 3 OD) : 0. 95 (12H. m) x 1. 69 (3H, 

m) . 2. 17 (1H, m), 3. 7 4 (1 H, d d, J = 1 0. 4, 
6. 1Hz). 3. 86 (1H. dd, J=10. 4. 4. 9Hz)>4. 29 

(1H, d. J = 5. 5H z) . 4. 4 0 (1 H, d d, J =6. 1, 
4. 9Hz). 4. 50 (1H, d d, J=9. 8, 4. 9Hz), 6. 97 

(1H, m) . 7. 24 (2H, m) > 7. 35 (2H. d, J=8. 5Hz) c 

n - > ? p^4- s y gjkjjfE^kz L 'J L - o >T ->JU- L -/< 'J 
> (Cy h-NHCO-SLV) fDjgjSj 
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(2MCDDMF&&) 3 8. 2mgON- d'N+i^UT S / 27;U#- 

;l/-L-t'J^-L-D>f L-><U > (Cyh-NHCO-SLV) «r» 

FAB-MS (m/z) : 4 4 3 (MH + ) « 

X H-NMR (5. CDg OD) : 0. 9 5 (1 2H. m) x 1. 17 (3H. 
m) x 1. 3 4 (3H, m) x 1. 6 0 (2H. m) 1. 7 1 (3H, m) . 
1. 8 5 (2H, m) x 2. 1 6 (1 H. m) N 3. 4 7 (1 H, m) x 

3. 66 (1H, m) x 3. 78 (1H, dd, J=10. 4, 5. 5Hz)> 

4. 2 9 (2H. m) x 4. 4 8 (1H, m) e 

-sLv-oMe) <omn 

HJfe^I2-e^^N-T-fe5 L ^U-L— HVJV-L-aJ i^-L-'<U > (Ac 
-SLV) 14. 9mg£&^*©.**> r c^ {;I ^? t * : SU 5*TV**> 
-r,»Ui£*£> T*«LS-r-5C<»:lwJ:t) 6. 4ngON-7tf^-L-bU;l'-L-D 

i/)l-L-'< 1 ) >^f^i7;r^ (Ac - SLV-OMe) ^r^^o 

FD-MS (m/z) : 3 7 3 (M + ) o 

! H-NMR (5 X CDC 1 3 ) : 0. 9 2 (1 2 H. m) x 1. 5 6 (1H. 
m) x 1. 7 0 (2H, m) x 2. 0 3 (3H, s) x 2. 1 5 (1 H, m) x 
3. 63 (2H, m) x 3. 74 (3H, s) x 4. 04 (1H, br d, J 
= 11. 0Hz)x 4. 41 (1H, m)x 4. 54 (2H, m)x 6. 48 
(1H, d, J =6. 7Hz)x 6. 69 (1H, d, J =8. 5Hz)x 
6. 7 7 (1H. d, J =7. 3Hz) 
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;bxxf;b (P h-NHCO-S LV-OMe) <Dfg£i 

HSfe^J5-el#^:N-7i— >>WT $ y iifrtf— Jl-L— fe >J;b-L-n>r v^- 
L-/<U > (Ph-NHCO-SLV) 15. 3Bg^Hi60iJ7 iPl«lw y'7 W 
^>T'&iU 8. 2og6DN-7o:^^T ^ StiJltf^. ;U-L--t?y^-L-a 
^v/;U-L-^<>J >y f;l/xxf^ (Ph-NHCO-SLV-OMe) S-^fco 

FAB-MS (m/z) : 451 (MH + ) e 

^H-NMR (<5. CDC 1 3 ) : 0. 9 0 (1 2 H, m) N 1. 6 9 (3H, 
m) . 2. 1 4 (1H, m) . 3. 6 5 (1H. m) . 3. 7 2 (3H. s) . 
4. 02 (1H, dd, J=7. 3. 3. 1Hz), 4. 54 (3H. m) N 
6. 15 (1H, d. J = 7. 3Hz), 7. 04 (1H, t. J=7. 3Hz) 
. 7. 20 (2H. t. J = 7. 9Hz) N 7. 30 (2H, 
overlapped) o 

>y (Cyh-NHCO-SLV-OMe) Ofggg 

6 T*^/r N - * a ^4- ;Utf^;b- L — tr U L - o 4 

i/Jl,-L-'<>)> (Cy h-NHCO-S LV) 1 5mg£HJfefll7 tftWUZ 'JT 
y^^lU 4. 8mg<DN-is? a^*-i/)l>T l J *Jl>#Z- ;U-L --feU 
;b-L-o-f WU-L-'<'J >^^;Ujit.^;U (Cyh-NHCO-SLV- 
OMe) £*#fco 
FD-MS (m/z) : 4 5 7 (MH + ) 0 

! H-NMR (<5>CDC1 3 ) : 0. 91 (12 H, m). 1. 12 (3H, 

9711091A1 \_> 
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m) . 1. 34 (2H, m) , 1. 5-1. 7 (6H) N 1. 90 (2H, m) . 
2. 15 (1H. m)> 3. 5 1 (1H, m) . 3. 6 3 (1H, dd, J = 
11. 0. 6. 1Hz), 3. 7 3 (3 H, s) . 4. 01 (1H, d d, J = 
11. 0. 3. 7 Hz) s 4. 4 4 (2H, m) . 4. 53 (1H, d d. J = 

8. 9. 5. 2 Hz) > 5. 5 5 (1H, br), 7. 0 5 (1H, d. J = 

9. 1 H z) o 

mmmi o 

N- [4-/TJ\s-2 (S) - (N-7Hr?-A'-L— fe'JJlQ T i J V 
-1-4*1 -L-'<U >/f;l/X7f;l/ (Ac-SL-0- (CHg NH) - 
V-OMe) (DISSI 

N-Ttf^-O-t-yf^-L-fe'J^ (2 1 Omg) tN- [4-^^-^ 
-2 (S) -7i7 — h — 1 — T;U] -L-'<»J ^f^x^f* (34 0 
mg) (1. 0ml) KigtfLfcSU l-tKo*^>Xh'J7'/ 

lTKfD^J (14 Omg) £ S?->^ u^*t-i/*ti*# : J4 \ K (2 1 Omg) 

y;^D7 h^77>( --Clt55!Lx 18 1mgON- [4-**;U-2 (S) - 
(N - 7*f * - O - t - A- L - * 'J A) T I J — Y- 1-4*1 - 

£ & tw±ie^J5Jt«3 1 8 1 mg£ 9 5 %T F Arg&T* 8 BSRg&3 L fcSU fSS¥J8^ 
®?n-7h^:M-T'*J!SaU 6 9ng<DN- [4-y^-2 (S) - (N- 
T -fef-;l / -L--fe 'J AO 7; y-'O V- 1-4*1 -L-'«J>yf^f 
A: (Ac-SL-0- (C H g NH) -V-OMe) £*#*io 

FD-MS (m/z) : 3 6 0 (MH + ) 0 

! H-NMR (du CDC 1 3 ) : 0. 9 1 (1 2 H. m) . 1. 2 8 (1H, 
m) . 1. 3 7 (1H. m) . 1. 6 1 (1H. m) > 1. 9 5 (1H. m) . 
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2. 0 2 (3 H, s) N 2. 3 7 (1H, d d, J = l 1. 6, 7. 9 Hz) x 

2. 67 (1H, dd. J = 11. 6. 4. 3Hz), 2. 81 (1H. br), 

3. 01 (1H. d. J=5. 5Hz), 3. 54 (1H. d d. J = ll. 6, 
7. 3Hz). 3. 72 (3H. s). 3. 94 (1H. d d, J=ll. 6, 

4. 3 Hz) . 4. 10 (1H, m), 4. 48 (1H, m) , 6. 5 0 (1H, 
d, J=9. 2). 6. 63 (1H, d, J-6. 7Hz) c 

mmmi 1 

N- l4-**Jl-2 (S) - (N-T-b^;l/-L--tr U ;U) T i J \- 
-1--O10 -L -'<*)> (Ac-SL-0- (CH 2 NH) -V) (DWSk 
1 OmgON- [4 -**A,-2 (S) - (N -T**-JV- L -H? 'J ;W) T i 

lw*»Lfc». 4^*©*&fcU^A*i&& (0. 5ml) *SSJPU T^=T 

h?*77^-ia- 5 TgWitSN- [4 2 (S) - (N-T-fef-^ 
-L— fcUAO T i J h - 1 — Ob] -L-'<U> (Ac-SL-*- 

(CH 2 NH) -V) £5. 4mg^fc 0 
F D — MS (m/z) : 3 4 6 (MH + ) e 

! H-NMR (<5> CDg OD) : 0. 92 (3H, d. J=6. 7Hz) . 

0. 95 (3H. d, J=6. 7Hz). 1. 04 (3H, d, J=6. 7Hz) 

, 1. 10 (3H. d, J=6. 7Hz) N 1. 33 (1H, m) . 1. 54 
(1H. m) . 1. 7 0 (1H, m) x 2. 0 1 (3H. s) . 2. 2 2 (1H, 

m) . 2. 95(1 H, br dd, J = 12. 8. 9. 8Hz)> 3. 20 
(1H. br d. J = 12. 8Hz). 3. 38 (1H, br). 3. 75 
(1H, dd, J = 10. 4. 5. 5Hz). 3. 82 (1H, d d, J = 

10. 4, 4. 8Hz). 4. 27 (1H, m) . 4. 32 (1H, m) 
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mmm 1 2 

N-7-b^;l/-D--tr 'J L - o^T v^- L U > (Ac- (D) SLV) 

HJfiffllOFmo c-0- t -yf-^-L— bU Fmoc-0 
- t - ^f-^-D— feU WangUv> (4 00mg) ±-e^"7*- K 

- D - 1 'J ^- L - a >f L 'J > (Ac - (D) SLV) *'&tz 0 
FAB-MS (m/z) : 360 (MH + ) 0 

*H-NMR (<5. CD 3 OD) : 0. 9 5 (12H, m) . 1. 6 2 (2H, 
m) . 1. 68 (1H, m)> 2. 0 0 (3 H, s) . 2. 16 (1H. m) x 
3. 7 6 (2H, m) . 4. 2 9 (1H, d, J =5. 5Hz)>4. 4 0 
(1H, t, J=5. 5Hz). 4. 47 (1H, d d. J=9. 2, 
5. 5Hz) „ 

wtsmi 3 

f-Jlz-L— fe 'J^U-L-o-r Wl/-L-'<U > (A c - 
(NMe) SLV) <OWm 

Hife^lKOFmo c-0 - t -yf-^-L— b'J >©ffck*Mw % Fmoc -N 
_y ^^_ 0 -K>>?^-L--fe'J Wangl/y> (400m g) ± 

T"<^K*£Ji&L*:SU ||Jte0iJ2«i:|5lfi|{c«iS^-5-ilc«fcoT9O. 7mg 
ON - THr^-;U- N - t f-JU- O -/O L-t'J ^- L - a L - 
/OJ^it. :o^2 6. 9mg£j.*>'-;ucj$a?Lx 7KBMfc'<5 V s A 

_ L _o^ .>,u-L-'<U > (Ac- (NMe) SLV) £0. 68mg^o 

BNSDCJCID: <WO 9711091A1J„> 
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FAB-MS (m/z) : 3 7 4 (MH + ) 0 
*H — NMR (<5. C D g O D) :0. 95 (12 H. m) s 1. 63 (3H. 
m) . 2. 15 (3H, s) . 2. 18 (1H, m) > 2. 6 5 (3 H, s) , 

3. 8 8 (1H, m) . 3. 9 7 (1H, mK 4. 2 7 (1H, m) > 

4. 4 5 (1H, m) > 4. 6 0 (1H. m) e 

nmmi a 

N-T-tr^-L --fc *) Jl-L-yjl? i ;l/-L-^<'J > (Ac-SEV) <D 

mm 

HJfePJlOFmo c -L-o>f *>>©ftfc>Dl^ Fmo c-L-**;l/* S >K 
Wangl/y> (4 0 Omg) ±-C<7* K£^JiJcL*:SU HJfe#12<h 
fHl^^^-S-r^C <h(Cj:oT5 5. lmg©N-T-tr^^-L— Ir U^-L-^ 
S Jl- L -/< U > (Ac-SEV) £*§fc 0 
F A B -M S (m/ z ) : 3 7 6 (MH + ) 0 

! H-NMR (<K CD 3 OD) : 0. 97 (6H, m) ^ 1. 93 (1H, 
m)^ 2. 01 (3H, s), 2. 16 (2H. m) . 2. 4 3 (2H, m) „ 

3. 74 (1H, dd, J = ll. 0. 5. 5Hz) > 3. 80 (1H, d d. 
J = l 1. 0, 5. 5Hz), 4. 2 9 (1H. d. J = 5. 5 Hz) . 

4. 4 2 (1 H. t. J = 5. 5Hz), 4. 4 9 (1 H, dd. J=8. 1. 
4. 4Hz) o 

mmmi 5 

N-T-fe^-L— U^-L-U v?;U-L-'<0 > (Ac-SKV) DISS* 
HJ£0U©Fmo c -L-a^f >>©K^>t)Jw N Fmo c-L-'J-/>^\ 
Wangl/y> (4 0 Omg) ±T"<7^ K££e£L*:SU HJ&0J2 tmmim 
incii:i^T6 3. 6mgON-7W-L-b'J^-L-'J -JJl-L 

BNSDOCID: <WO 9711Q91A1J. > 
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-/<U> (Ac-SKV) $:'&tz 0 

FAB-MS (m/z) : 3 7 5 (MH + ) o 
^H-NMR (5> CD 3 OD) : 0. 9 6 (6H, b r d, J = 
6. 7H z) N 1. 49 (2H, m) N 1. 68 (3H. m). 1. 93 (1 H, 
m) . 2. 00 (3 H, s) . 2. 1 7 (1 H, m) . 2. 9 2 (2H, br 
t, J=7Hz) > 3. 77 (2H, m) . 4. 30 (1 H, br d. J = 
6Hz)> 4. 36 (1H, br t, J = 7Hz). 4. 49 (1H, br 
d d, J =9, 5H z) e 

mmmi e 

N-T-tm-L—tV Jls-L-7 *—JlT7—Jl'-L-'<i) > (A c-SF 
V) gPlSSil 

HJfe^J l©Fmoc-L-n^*> ><Dftt> 01^ Fmo c-L-7x -=.;l/7 5 
— >&m*.\ WangUv?> (4 0 0mg) ±T"<7*- K*£fiJc L fcSU ^MPJ 
2 tl^l-M^* :ti:<fc-5T4 3. 3mg©N-7t^-L-t D -fl/— L 
-7x^^77-^-L-^'J > (Ac-SFV) £*#fc 0 
FAB-MS (m/z) : 394 (MH + ) 0 

1 H-NMR (<5. CD 3 OD) : 0. 9 5 (6H. m) N 1. 96 (3H, 
m) .2. 14 ( 1 H, m) x 2. 9 3 (1 H. m) . 3. 19 (1H, m) . 
3. 6 8 (2 H, d, J =6. 1Hz) . 4. 2 8 (1H. m) . 4. 3 9 
(1H. m)x 4. 71 (1H, m)> 7. 24 (5H, m) 0 

N-7-fc^;l,-L--fell>*'-L-^ VP-f ->;U-L-'<U > (Ac-S I V) 

USSPJ l©Fmoc-L-o>f'> ><Dftfc> t)<c. Fmoc-L-^Vo-Cv^ 
WangUi^> (4 0 0mg) iT^^ K££0tL*:& N ^Jfe#J2<i: 

^BNSDOCID: <WO 971 1091 A1_L> 
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Wfc^^MtZ C £ Idcfc T 1 0. 9 m g©N-7-tr^;U- L --t? ] ) )l> — L — ( 
VO'f L -/< 'J > ( A c - S I V) £*§*io 

FAB-MS (m/z) : 3 6 0 (MH + ) 0 

! H-NMR (<5. CD 3 OD) : 0. 9 5 (1 2 H, m) , 1. 19 (1H, 
m) . 1. 54 (1H, m) „ 1. 89 (1H. m) . 2. 00 (3H, s) N 
2. 15 (1H, m) . 3. 74 (2H, m) . 4. 29 (1H, d, J = 
6. 1Hz) N 4. 34 (1H, d. J =7. 3Hz), 4. 47 (1H, m) e 

mmmi 8 

N-7^;b-L--trlUl/-L-/<U;U-L-^'J > (Ac-SVV) <Dm& 
mMMl ©Fmo c -L-o>T i/><Dttfr*)l^ Fmo c -L-'<V >S:fflV\ 
Wangl/i?> (4 0 0mg) ±T'^^f- K££fi£L*:SU HJfe0"J2 tl5j«{cfti 
lt5Cil:«koT3 9. 0mg©N-T-fe^;l/-L--fe U L L 

-/<y> (Ac-svv) ^yio 

FAB-MS (m/z) : 3 4 6 (MH + ) e 

^H-NMR (6\ CD 3 OD) : 0. 9 7 (1 2 H, m) N 2. 0 1 (3H, 
s) . 2. 14 (2H, m)s 3. 74 (1H, d d, J=l 1. 0, 6. 1H 
z) . 3. 76 (1H. dd, J=ll. 0. 5. 5Hz), 4. 30 (2H. 
m) . 4. 4 8 (1 H. t, J =6. 1 H z) 0 

mmmi 9 

N-7-tr^^-L-^U^-^;l/-L-o>< i/;U-L-^<'J > (A c - TL V) 

owm. 

HSfe0lJl©Fmo c-O - t -Zf^-JV-L—^ 1 ) >V>1Xt>K)\^ Fmo c -0 
- t - rf;b-L-XUt- >*m\\ Wangl/y> (4 0 0mg) ±X"<~f 
^K££j£L*:SU Hife#J2 iPHtlc&S-?-* C ii:«totl 4. 8mg©N- 
T^^U-L-XP*— >M/-L-o^ >;U-L-'<1) > (Ac-TLV) ^#^0 
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FAB-MS (m/z) :374 (MH + ) 0 

! H-NMR (<5. CD g OD) : 0. 9 2 (3 H, d, J =6. 7 Hz) . 

0. 9 6 (9H. m), 1. 1 7 (3H, d, J =6. 7 Hz) > 1. 6 1 
(2H. m) N 1. 7 1 (1H, m) . 2. 0 3 (3H, s) > 2. 16 (1H, 

m) > 4. 1 0 (1H, m) s 4. 2 8 (1 H. d, J =5. 5 Hz) x 

4. 35 (1H. d, J=4. 9Hz) N 4. 52 (1H, d d, J=9. 5, 

5. 8Hz) o 

mmm2o 

N-T-fe^;U-L--fr U^-L-o^i^U-L-^r V p ^ (Ac-SL I) 

HJfcflllOFmo c-L-'<U >Oo^fcWa n g V *J ><Dftfc>9lc> 
Fmo c -L->f VP'f '»0o^/:Wa ngl/y> (180m g) ^JB^T® 

3. 6mgON-7-bf^-L-b'J^-L-o>f £/;U- L ->f V o>f > 

(A c - S L I ) £*§*io 
FAB-MS (m/z) : 3 7 4 (MH + ) e 

! H-NMR (5> CD 3 OD) : 0. 9 1 (1 2 H, m) ^ 1. 2 1 (1H, 
m) ^ 1. 5 1 (1 H. m) . 1. 6 2 (2 H, m) N 1. 7 2 (1H, m) x 

1. 8 7 (1H. m) x 2. 0 0 (3 H, s) . 3. 7 5 (2H, m) 4. 3 1 
(1H, d, J=5. 5Hz)x 4. 45 (2H. m) 0 

H%g>J2 1 

(Ac— RNE I QSLV) fc -7 *1-)l>- L - VA,* I -A- L -Hr U 
L - o 4 v^-L-/<U > (Ac -QSLV) <P13Sil 
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-L-?'Jl? vo>r >Jl>-L-yj\s9 i — A<- L --fe 'J l - d 

>f ->;U-L-'<U > (Ac-RNE I QSLV) fc«fct>'N -T-fe^- L - 
* ^-L— b >) Jl-L-a-f i/j[,-L-'<>) > (Ac -QSLV) £!SS!iL 

Ac-RNE I QSLV 

Ionspray-MS (m/z) : 1 0 0 0. 1 (MH + ) 0 
Ac-QSLV 

Ionspray-MS (m/z ) : 4 8 7. 5 (M + ) 0 

! H-NMR (<5> CD 3 OD) : 0. 96 (12H, m) > 1. 65 (5H, 
m) . 1. 99 (3H. s) . 2. 16 (1H. m) , 2. 3 1 (2H, m) . 
3. 76 (1H, m) s 3. 83 (1H, m) . 4. 30 (2H. m) 4. 42 
(1H. m) . 4. 4 9 (1H. m) 0 

N-y-fr3 L ;b-L--tr U^-L-o^ v^kliz^ >xf^xxf;i/ (A c 
-SLV-OE t) <pvm 

L-D^y;l/-L-^'J>x^xxf^ (1. 8 2 g) tN-t-yh*-> 
— 0—'<> : J)l—L—-t? , J > (2. 09g) 5-DMF (30ml) lcj£A?L^ t 
Ko*S/K>Xh 'J77-^« lTKfO^ (HOB U 0. 9 6 g) ©#3ETn N 
-i^^-N' -^^7;;^of;W;^; K • liggttg (E D C • 
H C 1 > 1. 4 0 g) *m&M£ LT8 5m m&T-KfoS-lirAio KftfcSrlt 

OBT'fc&LAi&x MHf£@L*:o tat£j«**TFA (6m 1) (0. 3 

mi) (Dj&&mzmmL* mzstm o&mKfcZittz'&, &KmmzTTFA£ 

BNSOOCIO: <WO 9711091A1..I_> 
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i/jl-L-^*) yjL^-jlJLX^Jl CS. 0 8g) ^Hfco 

(0. 3g) 4^?od^XCH 2 Cl 2 % 2ml) lc&a?U ^tKI^S? 
(80//1) ih'J xf^7 i> (120// 1) &ftia.>. M&T 1 8^MRJC* 

— b'J^-L-D'f i/;l/-L-'<U >xf;Pxxf;l/ (0. 3 3 g) £*#fco 
^i^^i^x^U (0. 3 3g) *y^y->P (10ml) lwj§»U Tfcgtffc'* 

D ^ l-/<U vxf^ixf^ (Ac-SLV-OEt) *215mgi 

FAB-MS (m/z) :388 (MH + ) 0 
^H-NMR (<5. CDClg) :0. 88-0. 96 (12 H, m). 

1. 28 (3H, t. J =7. 3 Hz) . 1. 55-1. 7 5 (3 H, m) , 

2. 0 3 (3H, s) N 2. 15 (1H, m) > 3. 6 1 (1 H, m) „ 

3. 92 (1H. br), 4. 00 (1H, m) ^ 4. 20 (2H. m) . 

4. 47 (1H, m) x 4. 53 (1H, m) , 4. 59 (1H, m) . 

6. 61 (1H, d, J=7. 4Hz)> 6. 86 (1H, d, J=8. 6Hz) 
> 7. 06 (1H, d, J = 7. 9Hz)e 
$mW2 3 

;Uxf;^ (Ph-NHCO-SLV-OEt) OiBgg 

Dwcnnrirv <wn 8711091A1 I > 
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m.tk&l 2 2 -^m^tifz O-'Oy^-L-b'J L — o-< L -/< 'J > 
jl^Ioct.-tA- (0. 5 g) £DMF (5ml) Icjg/SU 7i^M7y7t 
- h ( 0 . 13ml) £Jn*.Ttt"? 1 5 B#HKf&$ -fr^o HJfefll 2 2 i fsl^JC 
jaiU 3 9 0ragON-7x-;l'7 =. J ft jlji—jb— O — i> )V— L — -t? u 

ifclc^ N-7x-;L-7 $ y *;bjK— ;b-0- K>i?;i/-L-t U^-L-o-f 
i/^-L-'<U >xf;l/X7f^ (3 5 Omg) (10ml) iD 

MF (10ml) Ojg^r§«lc^ft?L. H»fU2 2iPI«^ftttai5c*m>BW 
it5N-7i-^7; L - 1 U ^- L - o-f 5/^-L-><»J > 

xf;lxxf^ (Ph-NHCO-SLV-OEt) £2 4 9mg»fc c 

FAB-MS (m/z) :4 6 5 (MH + ) e 

! H-NMR (6, CDClg) : 0. 88-0. 9 2 (1 2H. m) . 
1. 28 (3H, t, J=7. 3Hz) % 1. 57 (1H, m) N 1. 69 

(2H, m) x 2. 15 (1H, m) > 3. 6 6 ( 1 H, dd, J=l 1. 0, 
7. 3Hz). 3. 91 (1H, dd, J = ll. 0, 4. 9Hz)> 4. 17 

(2H. m) . 4. 48 (3H, m) N 7. 00 ( 1 H, t. J = 7. 3Hz), 
7. 24 (1H, dd, J=7. 9. 7. 3Hz), 7. 33 (1H, d, J = 
7. 9Hz) o 
HifcffJ2 4 

N - -> ? o^E- v/^UT S ^ ft L-bU^-L-D^ i/)l>- L -/< 'J 
>xfjl/xxf^ (Cyh-NHCO-SLV-OEt) <Dm$l 

HS60J2 3®7xx;K7«>7t- h©ft^t){- >^n^+i/;l/-r vi/Ti~- 
h£ffi<-\ KTfmm^mti^tizX^X, Btt<h-r*N-:/*o'\*i/jl,r 
i j ft Jltf—Jls- L — -tr y;b-L-o^ ->^-L-'<U >i^;Ux::*-r;U 
(Cyh-NHCO-SLV-OEt) ^2 0 4mg^ e 
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FAB-MS (m/z) : 4 7 1 (MH + ) 0 

^H-NMR (<K CDClg) : 0. 90-0. 96 (12 H, m) . 
1. 14 (3H, m). 1. 28 (3H. t, J =7. 3Hz) , 1. 34 
(2H, m) x 1. 58 (2H, m) . 1. 69 (4H, m) . 1. 87 (2H. 
m) . 2. 15 ( 1 H, m) x 3. 48 (1H, m) x 3. 6 0 (1 H, d d, 
J = ll. 0, 6. 7Hz). 3. 83 (III. d d, J=ll. 0. 4. 9H 
z) > 4. 18 (2H, m)s 4. 3 1 (1 H. d d. J = 6. 5, 
5. 2H z) . 4. 4 3 (2H, m) 0 

(Ac-SLA-OEt) (Omn 

L-D^yJl/-L-77->if^i7.f^ (0. 5 0 g) iN-Fmoc- 
O- t -?^U-L— b'J > (0. 8 3 g) 5-DMF (10ml) tc»«?U t 
KD + ^>Xh'J77-^« litfftm (HOBt, 0. 30g) ©£p|£~r\ N 
-i^^-N* -y^f^T^^nh'^M^'fi K • l*gg?tg (EDC« 
HCU 0. 4 5g) &m&m± LT3. 5I$fi^ Mfi^SJt^^fco 

OBT'S&iLfcSU MESfcSLfco l£*££Jifc^£2 OKtfty i?>-DMFM 

(iomi) ic*j*u o#iHKiS3"£fcSu urn*-* )i> tmamm* 

■fe y JI/-L - o>f 5/;b- L-77->if^^f^ (0. 5 9 g) 

#|-, O- t -^*\>W-L— b U Jl-L-aj i/Jl- L -77->xf;UX 
t-;U (1 6 3mg) *5** na^ * > (CHg C 1 2 ^ 1ml) K?g»?U &7K 
ilFK (4 5 v 1 ) £ h 'Jxf^7 $ > (75// 1) £2JD;Lx ^iS"? 8 B$Rfl&J&S 
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=f-)V-0- t -7=f-)\s- L — -t? D L — a •> ;U — L-77->if;HXf 
^ (1 3 Omg) £*§*io 

$ t,i: x N-T-fe^-O- t -y^Jl-L-^z 'J ;U-L-o>f S/;i,-L-y 
7->if;H7fi (130m g) ^TFA (2ml) icigfBU 7K (0. 1 

-L-a-fy^-L — T "5 z>xf Jl/xxf ^ (Ac-SLA-OE t) £25 
m g}# fc 0 

FAB-MS (m/z) : 3 6 0 (MH + ) 0 

^H-NMR (<J> CDClg) :0. 93 (3 H, d, J=6. 1Hz) . 
0. 95 (3H, d, J=6. 1Hz) > 1. 28 (3H, t. J=7. 3Hz) 
, 1. 40 (3H, d. J=6. 7Hz)> 1. 5 5-1. 7 5 (3H. m) > 
2. 04 (3H, s) N 3. 61 (1H, dd, J-ll. 0, 7. 3Hz)> 
4. 04 (1H, dd. J-ll. 0. 4. 3Hz), 4. 2 0 (2H. m) . 
4. 4 3 (1 H. m) x 4. 5 2 (2H. m) . 6. 5 5 (1 H. d, J = 
7. 3Hz)> 6. 75 (1H. d. J=7. 3Hz), 6. 81 (1H. d. 
J =7. 9Hz) o 
fSfeffJ2 6 

N-7 i 7 t>JV#—)V-L — -tr 'J )V- L-d>T ->;U- L -T3 — >J- 

(Ph-NHCO-SLA-OEt) cp§ggi{ 
H«U2 2T''&*titzO- t -yf^-L-t'J^-L-D>fv/;l/-L-77 
->xf;lxxf^ (0. 4g) £DMF (5ml) fc»!?U 7xxMVi/ 
h (0. 15ml) £rj&D*-TMiS"C8 O^ISSlSS-ti-fco H«IJ2 3 tn 
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tRlc&gU 3 9 6mgON-7i-^7;;*^-^-0 - t -7^;U-L 

&lw X N-7x^^7 ~ y ;U-0- t -7f;l/-L-t'J;l/-L-a 

^ L-77->if^f/l (3 9 0mg) £ T F A (5ml) 

(o. 2 5mi) com&femizmmu mmm2 5 i^K&iiLettt-rsN 

-7i-;l^7 i y 77 ;UrK— L --tr U ;U- L - p-T i/Jl- L — 77->xf ^ 
xxf^ (Ph-NHCO-SLA-OEt) *31 Single 
FD-MS (m/z) : 4 3 6 (M + ) e 

*H — NMR (<5> CDC1 3 ) :0. 8 9 (3 H, d, J=5. 5Hz) % 
0. 92 (3H, d. J=6. lHz)> 1. 22 (3H. t, J = 
7. 0Hz). 1. 33 (3H. d, J=7. 3Hz). 1. 5-1. 75 
(3H, m) . 3. 72 (1H, d d. J = ll. 0, 6. 7Hz). 3. 97 
(1H. dd, J-ll. 0. 4. 3Hz) N 4. 12 (2H. m) ^ 4. 49 
(1H. m) . 4. 6 2 (1H, m) s 4. 8 1 (1H. m) . 6. 5 6 (1H, 
t, J = 7. 3Hz)> 6. 98 (1H, t, J=7. 3Hz). 7. 18 
(2H, t, J =7. 9Hz) x 7. 2 5 (2 H, overlapped) x 7. 6 1 
(2H, b r) o 

(Ph-NHCO-SLA) OfSSg 

fgffeftl 2 6 £ftfcN - 7 * -^T UiJ jVtf—Jl- L-t'J^-L-n^ 
•>Jl/-L-77->xf;bxxt^ (5 0m g) * J -Jl (1ml) £tK 
(0. 2 5ml) ®a&ttlKlwttlg U 7KSflb'Jf"7^« lTKfO^l (20mg) 
^jD^.TM2a-C4. 5«rBBRie$'e-^o lN-HClffi 
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^-L-Hrl) ;U-L-o-f ->;b-L-77-> (Ph-NHCO-SLA) 
FD-MS (m/z) :4 0 9 (MH + ) 

^H-NMR (<5. CDC 1 3 ) : 0. 9 0-0. 9 5 (6H, m) N 
1. 22 (3H, t, J=7. 0Hz) N 1. 40 (3H, m) > 1. 55- 
1. 7 5 (3H, m) > 3. 70 (1H, m) , 3. 9 2 (1H. m) . 
4. 35-4. 45 (3H, m) > 4. 62 (1H, m) . 7. 0 (1H, br 
t. J=7. 3Hz), 7. 28 (2H, m) > 7. 36 (2H, br d, J 
= 8. 5Hz) o 

N-y jl—JIT i S tul#—j\,-L—t:') Jl-L-vJ WU- L - o ^ > > J- 
3-jm*-TJl>: (Ph-NHCO-SLL-OEt) OlSlj 

n&mStWim^ Fmoc-L-D^v/XDoOfcWangl/y^ (6 0 0 
mg) *>t>l 3 9. 2rag©N-7x —)IT i Sft Jltf—j],- L - -t? 'J L - 
n-f i/Jl-L-nJ i/> (Ph-NHCO-SLL) *'&tz 0 

5 1. 3mgON-7x-;l/7 ^ y ;U- L --b >J Jl-L-vJ 

v/;l,-L-D^i/> (Ph-NHCO-SLL) ^1. 0m 1 <DlS®*i* y -A 
jg&KiSlBL. Mz£-e3. 5^ra«^L^o KJCttSr+flfllU Tkilfc&i^T* 

D7 h^5"7-f -Tfll«iLx 2 0. 6mg©N-7i-Jl'7i;*;l/t:-^-L 
--b «J^l/-L-D>r -n^T v'>xf;H7fA (Ph-NHCO- 

SLL-OEt) *»fco 

FD-MS (m/z) :4 7 9 (MH + ) 

*H — NMR (5> CD 3 OD) : 0. 9 3 (1 2 H, m) . 1. 2 5 (3H, 



t 

WO 97/11091 

t, J =7. 3 Hz) x 1. 5 8- 1. 7 2 (6H, m) N 3. 7 2 (1H. 
dd, J = 10. 4, 6. lHz)> 3. 86 (1H, d d. J = 10. 4, 
5. 5Hz)x 4. 14 (2H. m) x 4. 37 (1H, dd, J=6. 1. 
5. 5Hz)> 4. 40 (1H, dd, J=9. 8, 5. 5H z) x 4. 48 
(1H, dd. J = 10. 4, 4. 3Hz)x 6. 97 (1H, t, J=7. 3 
Hz)x 7. 24 (2H. dd, J=8. 5. 7. 3Hz). 7. 36 (2H, 
d, J=8. 5Hz) 0 

v/>j^;U3iX-r;b : (P h - N H C O - T T L - O E t) OSSS! 

HJ60J2 8 imifiltc^ Fmo c-L-D^-»©ol^WangU^> 
(600mg) j^£1 38. 5mgON-7x-^7 i J *;Uf-^-L-7U 
^^_ L _ xl/ ^^^_L-o>fi/> (Ph-NHCO-TTL) 

^{C^ 2 9. 5mgON-7x-^7i;*^-il/-L-Xl/^-L- 
XU;*— ;l/-L-n>f (Ph-NHCO-TTL) £1. 0ml<D*gB^* 
y-^*ttic*j»U 0XJT'2^KIfi^L^o ^«6^l2 8i|5l«llwAn ! SL. 
1 0. 2mgON-7x^7 S ;*W-^-L-7I/t-^-L-Xl/t- 
;b-L-D^«»x^xxf^: (Ph-NHCO-TTL-OE t) £*§*io 

FD-MS (m/z) : 4 8 1 (MH + ) 0 

! H-NMR (5. CD 3 OD) : 0. 8 9 (6H, m) , 1. 2 5 (9 H. 
m) x 1. 5 9-1. 6 6 (3H, m) x 4. 15(2H, m)>4. 2 5 
(2H, m) , 4. 3 0 (1H, d, J =3. 7 Hz) . 4. 3 6 (1H d. 
J =4. 3 Hz) x 4. 4 3 (1H, m) x 6. 9 4 (1H, t. J = 7. 3H 
z) x 7. 24 (2H. dd. J=8. 6. 7. 3Hz) x 7. 38 (2H. d. 
J =8. 6Hz) o 
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*m&iz fel^PTP-BAS <omi 

b h:*^8M&t*HT-2 9 (ATCC HTB-38). WiDr 
(ATCC CCL-218). DLD-1 (ATCC CCL-221), 
LS-180 (ATCC CL-187) . LS-174T (ATCC CL- 
188) . COLO2 0 5 (ATCC CCL-22 2), LoVo (ATCC 

CCL-229), SW4 8 0 (ATCC CCL — 228) «fct> Quick 
Prep ™ Micro mENA Purification Kit (7 r )^ yT^trv 9 *£) 
UTx -etL-etloaiJia©mRNA<£:l9KL^:o o^K. C©mRNA<k tK 

TU 

Superscript Preamplification System for First Strand cDNA Synthesis 
(Life Technologies t±) ^ffil^RT- P CR&l::«fct) cDNA^HJUL^o 
COcDNA*ffl^TPCRfti:,kDPTP-BAS ©ffcSSrig-irtio ^ft*)^ 
12. 5ng///l^t,0. 7 8ng/*z 1 KfBSg L c D N A 4//l^> 
PTP-BAS#^7^T- (5* primer: 5* - 
GAATACG AGTGTC AGAC ATGG— 3' , 3* primer: 5' 
-AGGTCTG C AG AG A AG C A AG A AT A C- 3* ) 10^M£#fr 
PCR&J&ft (Recombinant Taq DNA Polymerase, TaKaRa Taq^ ^jgittt) 2 1 
jKllcJDiU 3 51M *;l>-ePCR£flifeLrt:o P CRRlKi«!l2 5// 1 ^xf 
yfAyD7>f K (0. 3/tg/ml) ^TA'd-X^ (2%) *T^v 
*ftU ^H^Ttr^mS^L^o PTP-BAS ^7^7-1^5 
607bp©PC RSJ&m3»<IIIB$ ttfcSfflliaKfc^T. PTP-BAS *<5m 
LT\.**tWifcLiZo m.^-rtts0. 8<*4>5**KPTP-BAS©fl3ia<gl 
26 "otl/to 



BNSDOCID: <WO 8711091A1 I > 



WO97/11091 _ PCTAIP96/02697 

7 1 



*M®mM PTP-BASO^ 



HT-2 9 


+ 


W i D r 


+ 


DLD-1 


+ 


L S- 1 8 0 


+ 


LS-174T 




C0L02 0 5 




L o Vo 


+ 


SW4 8 0 





Glutathione S-transf erase £F a s £©ftfe£-Ii6t±> 
K?^-pGEX-2T (7r^v->Tit) KFas (Ito flk 19913^ 

Lfco @*§<tL*:GST-Fa sH4£SSfcU ^UST'fSSiS-tf fcG S T- 
Fas (T S ^SU 9 1 - 3 3 5) Bt^e^rG 1 u t a t h i o n e 
Sepharose4B (7 r *>T*±) £#IC-r ^a-*.- 5/ s >LTfl^S! 
L^o PTP-BAS77^ ^Mjl&Fii. PTP-BAS (Maekawa ffe. 
mm ©Fa s t©tt^ffi**dt?ffi« (7UK1 279-1 883) 
Kt-SIfif^Bluescript pSK-II (S t ra t ageneit) 
Cott^T-fl^LTto [ 35 S] PTP-BAS77^>hl^ PTP- 
BAS77^>b litfc^TNT Reticulocyte 
Lysate System (Promeg att) Sr/Bl^-O k* h o V s ? 
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Fa siPTP-BAS ©*S£ffi*HttttOT©2fi*Wo tz c Kft>7$& 
(50mM Tris-HCl (pH8. 0), 5mM EDTA, 1 5 OmM 
NaCl. 0. 1% NP-4 0. zfufT— > 1 fc** - 1 LT 1 mM 
PMSF, 5 0/rg/ml Leupept in , ImM 
Benzamidine, In g/m 1 Pepstatin) 50^1 cNcil 
MUGST-Fas (2 — 6 //M) * fcli^JSrt: LTl*ttl»*G S T - F a s 
(2~6/<M) . mmm.. *S«fctf [ 35 S] PTP-BAS75^>H^ 
S£U A°CX'l 2-1 6W>4aK-y 3 >Lfc 0 @«<kL^GST- 
F a s ^MS'L^iat)G lutathione 

Sepharose 4 B^zfe^U S DSt>^<»; 7 7 — {wSSSLT 
SDS#'J7^'J^7; FrJimSmStl*f7^tz 0 fJl£#M'&^ 
777&±*), GST-Fasi:^LT^fc [ 3 5 S] PTP-BAS77^ 
* > h l<Ds<> KO»^*)lft1*«lKi:«k5Fa s t P T P - B A S 
ZmmttZo SMITI^^GST-Fas^ffll,^^ •O+^-v' 
3 >tGlutathione Sepharose 4 B £-JO^ $ t> »c 4 t 
T'lW >+a^-y 3 >U GST-Fas- [ 35 S] PTP-BAS7 
7^>HS^iGlutathione Sepharose 4B££ 
&££-&tz 0 i&CdiflMw J: K> Glutathione Sepharose 

-T* [ 3 5 S] PTP-BAS77^ > bKDteMfS&tmmLtZo Rfoft* 
i:GST-Fa s^tl^^^7'7>?IiU fflJSfit«fc 0^L5lV^ o 
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%2%l ^>li hn-Cg>Fas t PTP-BAS<P*££BE^ 



ttttttK ffiWStfi (IC, n ) 





SLV 


25 0|/M 




A c — RNE I Q S LV 


2 3//M 




Ac-QSLV 


10 2 mM 




A p-SLV 


4 7 //M 




Ph-NHCO-SLV 


9 //M 




Cy h-NHCO-SLV 


38/*M 


P h 


-NHCO-SLV-OMe 


> 1 0 0 0 jkM* 


C y h 


-NHCO-S L V-OMe 


> 1 0 0 0 vM* * 




Ac-SEV 


5 0 0 uM 




Ac-TLV 


62 vM 



*lmMt*4 0%fflI, **lmMT'2 0%liS 



iPTP-BAS ©IS^EB^" * C £ tlfco 
HtfcflJ3 1 

PTP-BAS©fg5!^Ti£^£*lT^*fc h*§iSHT--2 9SBBS&£tf 
DLD-l*ffl8S£ffll^o 9 (Nunctt) Srffl^T. 2x 

1 0 4 <!©HT-2 9*ffll!St>L< iiD L D - 1 Ifflfla* 1 0 0 u 1 (10 
%FCS^RPMI 1640^f^f £A X BtKSHSSH) *"e2 4B£Pe«i. 3 7 
5%Kl^^TT'««l> &*&©fctF a sfcttt (CH-1 1. MB L 

Fa s £PTP-BAS<2:<Di(££RB^iPJ (Ph-NHCO-S LV-OMe©* 
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ImM) tL< it*e>mm (3>ho-;l) 10^1 £i£2raLT£ £>K2 Ottfig 

mm Lite «*±»*»±»x WLAitBMa^'^iiM^iAttTK-ettig** 

U ±ieig»«[9 0// 1 tMTTi (^ri3>^>^-t>>gt;btt) 1 0 u 1 
4NpP B 1^SLfee 100/ilOO. 04N HC l££tM V"/d/nV 
-jU&kl&fcO'&K^ W^d7U- h U-^-(C«t £ 5 7 0 nmCDM^i 
£Lfco zj>h*-JV (CH-1 l*fiPttT-C«»Lfci:*) <Z>BbfcgK*tf * 
C H - 1 1 L <h § L * 0 
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±l3©Jllfc.fctU *mw<71- KR»(**<!aF a sftf*lc#*-*«*MS®JR 
HSfeflJ3 2 

157; J&^rf* Kia^Fa s/PTP-BASfe^Plg 
HJte^J3 0©#&£fflV\ F a s©C*Jgl 57; y^^f" Kiw«fc*F a s 
/PTP-BAS^IiiW/:o fcfc'U l^ytmXL PTP-BASi 
i^WCt^bnt^iGST-Fa s (7;ygU91-32 0)£ffl 

Proadrenomedullin N-Terminal 20 
Peptide (h P AMP) (E#J : 

ARLDVAS E FRKKWNKWAL SR-NH 2 ) £ffil>*io 

EllKFa s<DC5tagl 57;>'K^fKi:J:5'f>t*bD©Fa s/ 
P T P - B A S ^^SB^^-To t-h7^t/7 7®/<> K*<SI < U S 
PlSStt*<E;^C££^LT^£o F a s©C3a81 5TS y K (Ac 
-DSENSNFRNE I QSLV) ti> -f > k* h dOF a s /P T P - B A S 
*§££«K##WKE«L*:o |g&ttJft©hPAMPli. lmMlcfc^Tk 
F a s/PTP-BAS6D*i^«-^:<ia^t^o^ 0 

3lifefll3 3 

^rf± jfggg£ Fas/PTP-BA S*££IB^%i&<PBg% 

HJfeM3 20^m^m^\ FasOC»f.l, 2. 3. 4, 5, 6, 7, 

8. 15I©7;;iSI^btt^ N^&fcTHr^WfcLfc^f-KOFa s 

/PTP-BAS ^^M«tt**«6 
Ei2twF a s/PTP-BASO^Jw*3«fcii:1-g$©ll^$F a s©C^ 

KcDF a s/PTP-B AS*g^Pl^tt(il5l^T-*-ofco 5-3<@©7;y 
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K^f-Ktt* 10. 1 0 0 //MicfcOTl 5~6iI<D7S JWt^f- K«kt) *> 
F a s / P T P - B A S ^Plfgttli^*^ fco 2<l<D7Syi*. li©7; 

Fa s/PTP-BAso^ffl^jwiifi^aooT^ ys^^f 

K (A c - S L V) -5 b&K ZWZo 

Uttefll 3 2 ©#ifeiwffcv\ a c - s l vo^ti-enor ^ y &£ffe© l - r s 

**-r->*'L*: h U^f - KC^Vb'hoFa s/PTP- 
B A S *££PI^S1£S:tfcf* L 

EI3 C 1 mMCD^y^ K#2E~R EI4 0. 1 mM^f K#ffiTK*5tt* 
Fas/PTP-BASg^If*/Tto 05CAc-SLVtAc- 
TLVOF a s/PTP-B AS^ISiOifi^ttifil^to EI3 C£) 
fcjjc*- £ *$ *K S K** LT** + ^ > L 1 raMO^^f K#aETfc*5l 
TliStPlgSO^^ffi^Stt^t^o El 3 (4 s *) lw^fi*5 0s L©&! 
(i. lmM^f K#^ET^wi>l,^Tti^^^T<DT^y»^:BftLTt>L < !:I^l 
gJgO^^Pl^Stt^L^o E13 C&) V©ffi«tt^ 

SStt^$^>^to 04lw^L^«fc9lw> L**** — ^LfcO. ImM 

F a 8/PTP-BAStt^B»©«Ktt#ttllMitt^ ««H 
*>*ltl.^Ci^fe,> Ac-SLViAc-TLVtliFa s/PTP-BAS 
Plfl®: K P.W* SCi^^fco Ctt£EI3. 4RC?5<D*£m«fctK 
Ac-SLVOSOttlttStfcttm •L©ttittL-75yi**l.^y 
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IOfeftJ3 5 

^Jfefll3 2<D#&lcftl\ lmM©Ac-SLVcDDf$\ N * TJlft^ jStc(* 
CD-T >t*hDF a s/PTP-BAS*££fflgJgte*tmL*:o 

E36KD<*. Ny*-;Kfr» »5c{*<ZK > t' h ofi^|iSjStt**t o Ctlt>0 
H&fcU ImMOW K#^TT-ff^7to Ac-SLVOS^ (D) SCBgl 

HlSW3 2©^lct!e^> Ac-SLV0N^i«itt:®^>t*hDFa s / 
P T P - B A S *S£Pl^£jtt*t*i* L Aio 

IW13 7 

$mmZ 2<Dl$mzijt\.^ C»|l|i|*0Ok*hDFa s/PTP-BAS 

lmM©Ph-NHCO-SLV-OMe. Cyh-NHCO-SLV- 
OMefcU Ac-SLV<fct)*>S&tiiS<tt*k<D£>x -f > tf h o|fc£ffl*gtt 
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mmm 3 8 

IS 3 5 rarnO^ 7 •> + - Hfi:?^ ^ o ^ 'J y K*'< - X 'J y ^ 

(-fcoWK xy^>KA7tt) £@5£U :0'>f-U*T'2ra 1 ©lg*& 
(1 0%FCS££fc-RPMI 1 64 0^f>ffA % BTKSIISItt) iffl^t4x 
10 5 ®©t h*Hffilffl!!SDL 0-1*2 48^ 3 7^ 5%KK^^©^ 

7*£) . *5<fctf#5X«- (7iAhf 7 7" N i-y^>K;U7tt) Srffll^ 
7^50hPa.aA^0. lf^©^#T'K-PBS*T'0. OlmMlcML- 
fcAc-SLV*>t<B3^bo-^LTK-PBSO***nmO^ 
3 0<l©«BJISlcaAL^o inlF a s tJt<* (CH- 1 1) &3*fflBST-kU ^ 

-r?o>r >i^i^i/3 >mm\^l 0 0 n g/m 1©CH-1 1 + - Ulc^Jjn 

Lfco 9 o -f > 5* * 9 *> a >© 3 «*h»k: whm& L *r 0 

H9lw**-£*5»K ffifflHarttcaA^tl^Ac- SLVWa s 
fgffiff»13 9 

HJ60I3 lCNGT&CfEoTk h*»IDLD-li:«t*Fa s/PTP- 

* ^7 2HS3iU *to«Fa s/PTP-BAStt£MW>«** 

2. 5mMHl OmMiLt, ^^nT'U-b'J-^HaO 570nm© 
BbfcKfcfidS * ©M£ i> o T£*ffl8S$fc©*B« iLfco 

HI Ofc«ti*0, Cy h- NHCO- SLV- OMe> Cy h- NHCO 
- SLV- OEU Ph- NHCO- SLV- OMe> Ph- NHCO- SLV 

BMRnnran- <wo 9711091A1 l > 
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- oe t^Fa sttf*jw#-r*«*Hte©jRgtt£j5aiK i&m&iziimst&mm 

xmmw^<omm.^m^-f s f-^\z^z>mm (*-©3) 
mmmz lo^c^tk hASiffiDLD-iKStrsph- nhco- 
slv- oe Komimmmftmzm^tio t.tz immmma^7 2B$rntttz 0 

ttz&tiQ-tZPh- NHCO- SLV- OE t©fiK£2. 5mMiLfc 0 fiiF 
a st/tf* (CH-11) L< (il$S^*5«fcC;Ph- NHCO- SLV- OEt 

01 Uz^ttts*)* Ph- NHCO- SLV- OEtiiCH-1 1S«T^ 
DLD-lKggigtt*ffl]}S5E (T^h-^X) £&2*L*io 

torn* 1 

s l vgjgHttcfc a v i pmmm.m&tmcDmti (*•© i ) 

hmW^*:©fFSa{iAk £ a s uO^&lctplrTfT-D fz 
(Akeasu, J. Pharma. Pharmacol. 4%. 6 7 1^- -J, 
1952^)o KD02B*5<fcO f ff5^^iE^^?&oTti!jraL> DiRim 

t>:#TttlJ:t)»*fcS**T?©a*««*3ie)mLT. Tyrode- 
Hepe s^S^i:Stt e Lfc5tt*-> + - Urtlc L** 

y>^iu *n-en3<ix sweats Lfco JK©ttw©tfc#*^ir s t-suok! 

li*iU 37*Cx C0 2 5%. 0 2 95%©^TOMagnusil 
Lfz 0 

VI P Tft^Lfco Ph-NHCO-SLV-OE t K£&mmt 

1 5^HU«tfi^©#«TT-V I P^rtft-^-L^o H*©raHSl*5#RB&L. * 
OHTy rode-Hepe siT2-30^<T^fco 
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eii 2\z7fi-tt&K>. vi ?&%m*mWi*i o~ z M**)mm&&X)ttmz 

i± 3 X 1 0 ~ 6 T-&*SJS£^ t^o thVlPH?^-<DC ^E?«J - S - L 
- v £gli£5Jc£n/^-/^ KWWt** Ph-NHCO-SLV-OEtli 

v i p \z^%m^-mm<ows^JB^ ixi o _7 m~ ixi o'^Mommxmm. 

icfltff LTHKHU 1X1 0~ 5 MJa±TJ®^tt#M&m**L*:o 

-#.EI13. 14Kijrf£:i3tK C5^^ V* A^LKB&L*:^?- 
^Ph-NHCO-SLA-OEt (Ell 3) x Ph-NHCO-SLL- 
OEt (E14) 111X1 0" 7 M-1X10" 4 M©«ST'V I PC«fc£5fc*&££ 

Ztz^ Ell SK^ifetK nv&ni^K>&*&Ztt<nCtt&v>te1fo*ML 
X^ti^^f- KB5«ft Ph-NHCO-SLV-OHttVIP ©SfeSSJSSr^i 

Isoproterenol (Iso) ti>3 2 -7KUt^y^W-i:ft 

j8LT^§2:cD$feig£it3rr*o v i pontic i s o&H^^jfcm 1 <tn 
ei 1 6 i^-r <t t) x iso afKE^-mm* 1 o ~ 8 M<t s mm<mmzima 

S - L - L ^St^^$ tltzl? 1 *- KR»#1f*i Ph-NHCO- 
SLL-OEtlilso c «fc «««¥»K©*«KJC* 1X10 " 7 M~ 1 X 
1 0" 4 M©§5HT-*gK##LT»#JU 1X1 0~ 5 MEJLtT-EWfcttfci&m£ 

i{*Ph-NHCO-SLA-OEt (EI17). Ph-NHCO-SLV- 
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OEt (EI 18) li 1 X 1 0 'M~l X 1 0 H M©«^T*V I Plc«fcS5fel&£l£ 

mmm 4 3 

i l-8 is*zf? -(Dnmizni-z*mm&®<D&ws:m'<ztzit>. t h 

I L-8U-b^^-©a^?«ri«fiimLTl^*IBia«c«:«4a:L^o JM*ttKtt N 
HEK29 3»:hIL-8B receptor (h I L-8BR) © 
cDNASrpEFne o^UT^AU h I L - 8 B Rif<&£M9GRt **fflflS 
*»fco CCDaBSatih I L-8^jaJt^-5<i:lfflBartCa 2+ CD^^^±#*<l^$ 

pEFne o©**i»ALfc*BIBatth I L - 8£g^LTt>8BISl*3 
Ca 2+ l*a«jMU:#*#*&ftfc©*7?*ofco &K*ffl8a£:DMEM, 10% 
F C S, 1 •> U >-X h h v-< > > (GIBCO-BRL fct3£) , G 4 1 8 

6 0 0 ^g/olcp"e2 6 0mlS©7 7^343T'^«Lx lilT-c o n f luentl: 
ttofciCSTHIUKttLfco «««r»5ILfc«5BlPBS-Ci*»U 5//M 
Fur a 2 -AM (HEPESbu f f e r) i:T3 0^ >+a^-i/ 3 >L 
to PBS 5«lTft»U Yi)7 ; s>%m<D'&Z. 5mlcDHEPES 
buf f e r ZUajLTSlfo (10 0 Orpm x 3min)U -bflt£&l>fco 
3BBflai-5ml©5 u* F u r a 2 — AM (H E P E S buffer) ^ItoxMV 
t^>y 3 >U'^>fa-y (1. 5ml) i:lmloo^aLt 0 CCl: 
HEPES bu f f e r izfem LtzV> ^Mt^ (1% DMSO) ££s}JQ 
(lOpl)U 3 7tT-Ii:3 04M>**'<-S'« >Lfz 0 *<D&&& 
(1 0 0 Orpm x 3min) LT±if £Rfc£HE P E S buffer lmlSrflO*. 
S[fW>y 3 >Lfco CCJcWtfHEPES bu f f e ri:SU?Lfct> 
-fMt&m (\% DMSO) (1 0 /il)U 5 - 1 O^SiStcfifcEU 

fiBBSrt C a 2+ £>a'JS*fr ofc c 

pM^nnnio <wo 9711091A1 I > 
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tet<Z>3 7°Clz&&LTmm&'{T^tZo 3 8 0, 3 4 0 nmT-fi&4g L t # © 
5 1 Onm&^Sil^U 3 4 OnnfeE&igLrtii 1©!^ 3 8 OxmT'®1&Ltzt 

LTfr*'<--*<Dm*%*>W<OZ'ft-oXh i L-8 (&8E£$l5JB£BFr«fc t) JBIA) 
1 0 OnJI£l 0 1 h^^{C^r-r^o>U > i^ffl^T^JULT 1 #g 

StS^L^e IS^&T&l 0% TritonxiOOSrlO^l SsflBLs 
i#©fil<i:3g(C-€-<3D^3M EGTA£15//1 tiQttftom&m^Tmmft 

<t&®>mm* cm m^nca 2 * (nM) (*>) 

17 7 

15 5 1 2. 4 

7 9 5 5. 4 



*ft£«5liPh-NHCO-TT L -OE t £<£ffi 

b h I L-8 BUHr^-OC^E^ktC-rlM >$*l^Ph- 
NHCO-TTL-OEtli, t M L-8 BUt^-afe?h7>X7x^ 
9 y b<D I L-8i:<fc5«C a 2+ Sfc&*£ffl^Lrt:o 
IHifefl]4 4 

SL Vf§l»ft:g>V I P&^Rlr£»K$fig>EPflJ (*<P2) 



1 o 
1 o 



-8 
-7 
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Ph-NHCO-SLV-OEtT'l 55jMIt^OS«Tt'V I Pfctft 
fli*©raiitt5£IH£ U ^OTy r o d e -H e p e s&T-2~3[5] 

<b^8«g (M) gfeg (96) 

0 10 0 

1 0" 6 6 2 

1 0" 5 12 

1 0" 4 14 

VIPIil 0" 6 MOi|gf7-; hSlW¥mS5^5te«$-fr^o ?y hV I PUt 

-©c^«gis?»j- s - l - v&mK.to&atiti'*'?*- kww*t**p h - 

NHCO-SLV-OEtliVIPl:«t577 h mW¥rtjK©5teigR&£ 1 x 
1 0" 6 M~ 1X1 O" 4 M©|gH"C0^CfflJ*«JL^e 

N— (2-7U7x^) T 5 >/ /7A'^C^U-L— fe 'J^-L-o^f ->^- 
L-/<U > ( (2-NH 2 ) Ph-NHCO-SLV) (DISSS! 

$mm2 3ira«lc.LT^ O- t -:/*\rt,-L — bUyU-L-o^WU-L- 
/<U >- t -7f ;bixf;l/i 2 h 07 x-;K 7 h*rRJ&£-£N 
- (2--hD7x-;b) Tiy^^-^-O-t-yf^-L-b'J^-L 
-o-f L-'< 'J >- t -^f;l/XXf^Ifco 

i^y ^M^^^^^AOffttTftttiKcL^ N- (2-T 
~ ;7 ;i0 T s y *;u»K— ^u- o - t - 7*)V- L — b y ;u- l - o 
-L-'<U >- t -yf;bxxf;U:Lt^ 2 bi:T F AT«fi CiU 

BNSOOCID: <WO 9711091A1J.> 
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otlWitSN- (2-7 ; J y*.-)l) 7 fi)l>#-Ji,- L — fe 'J ^- L 
-o^S/^-L-^'J > ( (2-NH 2 ) Ph-NHCO-SLV)) «r»/r 0 
FAB-MS (m/z) : 4 52 (MH + ) o 

*H — NMR (5, CDg OD) : 0. 9 3 (1 2 H, m) N 1. 6 5 (3H, 
m) x 2. 15 (1H. m) % 3. 7 7 (1H, d d, J = 11. 0, 
7. 7HzK 3. 86 (1H, dd, J = I1. 0, 7. 5Hz). 4. 29 
(1 H. mK 4. 3 7 (1 H. m) x 4. 5 3 (1 H, m) > 7. 15- 
7. 3 (4H. m) 

mmm4 6 



O 



N- (3-7;;7x^) 7 » y j& j|/»K^-L -b U L - n^f 
l _ /n *ij > ( (3-NH 2 ) Ph-NHCO-SLV) ©IBS! 

H»J4 502-- ho7x-M VS/T*- r©ft*>»5K> 3--hD7x 
^MV-m-h^ffll.\ IlieUcftlSl-SCiC.fcoTSWi-r^N- (3- 
Ti J? 3-—)V) 71 J t) Jltf—Jls- V Jl>-L-a>( i/Jl>-L-'<V > 

( (3-NH 2 ) Ph-NHCO-SLV) ) 

FAB-MS (m/z) : 4 52 (MH + ) 0 

*H-NMR Ux CD g OD) : 0. 95 (12H, m)\ 1. 65 (3H, 
m) . 2. 1 5 (1H, m) x 3. 74 (1H, dd, J =1 1. 0. 

6. lHz)> 3. 87 (1H, dd. J = ll. 0, 5. 5Hz) N 4. 29 
(1H. dd. J=6. 1, 5. 5Hz). 4. 40 (1H. t. J = 

5. 5 Hz) N 4. 5 2 (1H, m) . 6. 8 8 (1H, d. J =7. 9 Hz) . 

7. 14 (1H. d. J=8. 5Hz)> 7. 34 (1H. d d. J = 
7. 9Hz)x 7. 69 (1H, s) 0 



oMcnrrirv ^wo o7nnoiAl I > 
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L —'< 0 > ( (4 -NHg ) Ph-NHCO-SLV) CDtSSi 

-7; ;7i^) 7; y iJJltf— )V- L — b U ;U- L - o-f v;U- L -/< 'J > 
((4-NH 2 ) Ph-NHCO-SLV)) «r»fe 0 
FAB-MS (m/z) : 4 5 2 (MH + ) 0 

1 H-NMR (du CD 3 OD) : 0. 95 (12H, m) . 1. 65 (3H, 
m) . 2. 15 (1H, m), 3. 74 (1H, dd, J =1 0. 4, 

6. lHz) x 3. 86 (1H, dd, J = 10. 4, 5. 5Hz). 4. 29 
(1H, dd. J=6. 1, 5. 5Hz), 4. 38 (1H. t, J = 

5. 5 Hz) N 4. 52 (1H, m) , 7. 2 3 (2 H, d. J =9. 2 Hz) . 

7. 5 1 (2H, d, J = 8. 6Hz) 0 

N- (2- (L-yJls? I )VT I y) 1 7 5 J *>)l>tf—)l-L—t:*) 
jl-L-aJ isJl>-L-'<V > (2 - (Glu-NH) Ph-NHCO-SLV) 

nt&WA 5t-iit>ntN- (2 — t $ ;7x_^) 7$;*^-^-o-i 
b o c -l-*';i^ s r - 1 -7^iX7^£Hjfefl]2 2 tmm^&& 

Lfc&. TFAT'^S-r<5C<i:ICj:f3gW<i:^--5N- (2- (L - SOI/** ;l>7 
7x-Jl) 7S yfc-'l'**— A'-L-* 'J^-L-a-T ->;b-L-'<U > 
(2- (Glu-NH) Ph-NHCO-SLV) £*#*io 
FAB-MS (m/z) : 5 8 1 (MH + ) 0 

^H-NMR («5x CDg OD) : 0. 9 3 (1 2 H. m) N 1. 6 5 (3H, 
m) . 2. 15 (1H. m) x 2. 2 5 (2H, m) . 2. 5 7 (2H, m) . 



WO 97/1 1091 

3. 79 (1H, dd, J = 10. 4, 6. 1Hz). 3. 88 (1H. d d. 
J = 10. 4. 5. 5Hz)x4. 19 (1H, t, J = 6 H z) . 4. 27 
(1H. t, J = 5. 5Hz), 4. 3 8 (1H, t. J =5. 5Hz)> 

4. 50 (1H, dd, J = 10. 5Hz) . 7. 22 (2H. m) . 7. 38 
(1 H, m) x 7. 6 1 (1H, m) e 

N- (3- (L-WS^7;y) 7 S J tUV^—fr- L — b U 

L _ p j .> ;l/ - L ij > ( 3 - (G 1 u - N H) P h - N H C O - S L V) 

^ ;L/ _0- t -y^^-L— fe'JA-L-o^ >;1>-L-'<'J >- t -yf-^x 
Xx^Hife^J4 8<h|SI«lJcN-Bo c-L-*OI/* S 7 - t 

X7-Jl>£fcfciS-£. gtfj£*-*N- (3- (L-W^l'7;y) 7x_;l0 
7; y^^jK^-^-L— bU^-L-o-f S/;l>-L-'<U > (3- (Glu- 
NH) Ph-NHCO-SLV) £*ffc 0 
FAB-MS (m/z) :58 1 (MH + ) e 

^H-NMR (5. CD g OD) : 0. 9 4 (1 2 H. m) . 1. 6 5 (3H. 
m) . 2. 18 (3H, m) . 2. 52 (2H. m) . 3. 7 1 (1H, dd, 
J = 10. 4. 6. lHz)> 3. 86 (1H, dd, J=10. 4. 

5. 5Hz). 4. 02 (1H. t, J = 6 H z ) . 4. 28 (1H, m) . 
4. 3 9 (1H, t, J =5. 5 Hz) . 4. 5 2 (1H, dd. J = l 0. 5 
Hz). 7. 08 (1H, d. J=8Hz). 7. 23 (2H. m)> 7. 78 

(1H, s) e 

phi*nnr.ir> <wo 9711091A1 I > 
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88 



jl—L-aJ i/)l-L-'<') > (4- (Glu-NH) Ph-NHCO-SLV) 

— )\,-Q>- t -W-L-t'J^-L-D^ •>;!/- L-'< 'J >- t 
*7^£HifetBJ4 8<tl^*K&S^S££K«kt)Stt<i:"r*N- (4- (L-^ 

-'<V> (4- (G 1 u-NH) Ph-NHCO-SLV) ^r^ 0 
FAB-MS (m/z) : 5 8 1 (MH 4 ) 0 

1 H-NMR (fix CD 3 OD) : 0. 95 (12H, m) x 1. 55- 
1. 8 (3H. m) x 2. 2 0 (3H, m) , 2. 5 3 (2H, m) . 3. 7 3 

(1H. dd, J = 10. 4, 6. 1Hz), 3. 86 (1H, d d, J = 
10. 4. 5. 5Hz) > 4. 01 (1H, t. J=6. 1 H z) > 4. 28 

(1H, d. J=6. 1Hz) N 4. 38 (1H, t. J=5. 5Hz) > 
4. 52 (1H. dd. J = 9. 8. 4. 9Hz), 7. 36 (2H. d, J = 
8. 5Hz) x 7 . 4 8 (2H, d. J =8. 5Hz) 6 

mmms 1 

N — (2- (N-T-fr^-L-^Ol^ iJ^Tl J} 7 ^—Jl) TZSfJJltf 
—j\,-L--k*)Jl-L-v<isJl-L-'<V> (2- (AcGlu-NH) Ph 

-nhco-slv) g>a98g 

HfiS#J4 8ON-B0 c-L-^U* 5 >Sf?-7- t -y-^^iX-r^KDftt) 

dun -a c-L-yji? i >m- 7 - 1 -7f;ixxf^ffli\ mt&\c&m 

■T^CitCfcOeWi-t-^N- (2- (N-7tfA-L-W.^7W) 
7x-W 7; ^77^**— ;U-L--trl);l/-L-0'f i/;U-L-'<U > (2- 
(AcGlu-NH) Ph-NHCO-SLV) Sr^rtio 
FAB-MS (m/z) : 62 3 (MH + ) 0 
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H-NMR (<5. CDg OD) : 0. 92 (12H. m) „ 1. 6-1. 8 
(3H, m)> 2. 0 7 (3 H, s) . 2. 0 5-2. 2 0 (3H, m) , 

2. 5 1 (2H, m) > 3. 7 6 (1H, dd, J-ll, 0. 5. 5Hz) , 

3. 88 (1H, dd. J-ll. 0. 5. 5Hz), 4. 25 (1H, t, J 
= 6. 1Hz) % 4. 3 5 (2H, m) N 4. 5 3 (1H, d d, J = 10. 4, 

4. 9Hz), 7. 0 6 (1H, dd, J=G. 7. 7. 9Hz) . 7. 21 
(1H, dd, J=6. 7, 7. 3HzK 7. 31 (1H, d, J = 

7. 9Hz) . 7. 79 (1H, d, J=7. 3Hz) 0 

mmm5 2 

N— (3- (N-T-tr^U-L-r^ i JlT i >Q 7 T I J * fo* 

L--t? U yU-L-D-f ->;l-L-/<'J > (3- (AcGlu-NH) Ph 

-nhco-slv) omsi 
mmm4 9®n-bo c-l-^a^ z >m- r - 1 -^^xxf^oft^ 
t)icN-Ac-L-^i/^$ >m- 7 - 1 -yf;i.x7f^ffli\ ^ictoa 

-TiCilcitJB^if SN- (3- (N-7tf;KL- W 5^7? y) 
7x;;b) 7s Jii)\,-#=- )1>-L— Jl-L-aJ i/Jl-L-><y > (3- 
(AcGlu-NH) Ph-NHCO-SLV) ZWtio 
FAB-MS (m/z) : 6 2 3 (MH + ) e 

*H-NMR (5 X CDg OD) : 0. 9 5 ( 1 2 H, m) . 1. 6-1. 8 
(3H, m) . 2. 0 (1H, m) . 2. 0 1 (3H. s) . 2. 1 5.C2H. 
m) , 2. 4 2 (2 H, t, J =7. 3Hz). 3. 7 3 (1H. d d. J = 
10. 4. 5. 5H z) x 3. 85 (1H, dd, J = 1 0. 4, 5. SHz), 
4. 28 (1H. m)\ 4. 39 (1H, t, J=5. 5Hz), 4. 50 
(2H. m) . 7. 1 8 (3H. m) . 7. 6 4 (1H. s) 0 



t 



t 
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mmms 3 

N- (4- (N-T-fe^-L-?*;^ ~ JIT i 7) Z7^—Jl) TiSiJJlrH 
~j\s-L-*>) )V-L-a<< isJl,-L-'<*) > (4- (AcGlu-NH) Ph 
-NHCO-SLV) <om$l 

f£JfePJ5 OON-Bo c-L-:JOU* ^ >m-7- t -7f;Uxr;KO^ 
OICN-A c-L-^b^ S r - t - ^^ja.T^l'Srffl^ i^BSKftyS 

■raci<!:IC«t«5@Wt-r^N- (4- (N-7-fe*-;b-L-:$Ol^ iJlTiJ) 
7i-W T ^ J i] Jl'tf—Jl'— L— -trU^— L — o>f i/ JV — L *) > (4- 
(A c G 1 u-NH) Ph-NHCO-S L V) 

FAB-MS (ra/z) : 6 2 3 (MH + ) e 

! H-NMR (<5. CD g OD) : 0. 9 5 (1 2 H, m) N 1. 6-1. 8 
(3H, m), 2. 0 (1 H, m) x 2. 0 1 (3H. s) N 2. 1 5 (2H. 
m) . 2. 4 2 (2 H, t, J =7. 3Hz), 3. 7 3 (1H, d d, J = 
11. 0. 5. 5Hz) x 3. 85 (1H, d d, J=ll. 0, 5. 5Hz) x 
4. 27 (1H, d, J=6. 1Hz), 4. 37 (1H, t. J = 5. 5Hz) 
> 4. 4 7 (1H, dd. J=8. 5, 5. 5Hz). 4. 52 (1H, dd, 
J=9. 8, 5. 5Hz). 7. 32 (2H. d. J=9. 2Hz). 7. 44 
(2H, d. J =9. 2Hz), 

N- (4 -/ b* f7 Ji—Jls) 7 i J tultf—jl-L — t >) JV-L-aJ isJl 
-L-/<ij>( (4-MeO) Ph -NHCO-SLV) OSgSg 

7; Jii)\,-#— Jl>-L-**) Jls-L-a^f isJls-L-'O) > ( (4-MeO) 
Ph-NHCO-SLV) Zmtio 
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FAB-MS (m/z) : 4 6 7 (MH + ) o 

^H-NMR (^CDjOD) : 0. 9 5 (1 2 H. m) > 1. 6-1. 8 
(3H. m) . 2. 15 (1H. n), 3.-72 (1H, d d, J = l 0. 4. 
6. lHz)x 3. 75 (3H. s) . 3. 84 (1H, d d, J = 1 0. 4. 

5. 5Hz), 4. 2 8 (1H, d, J = 5. 5 Hz) . 4. 3 7 (1H, t. 
J = 5. 5 Hz) > 4. 5 1 (1H, dd, J =9. 8. 4. 9 Hz) . 

6. 83 (2H, d, J=8. 6Hz). 7. 24 (2H, d, J = 
8. 6H z) o 

rnmms 5 

(Bn-NHCO-SLV) OlSSj 

K></;Kvm-h»> nxm 5 4 t \K N 
^7? j ;U-L — fe »J;b-L-n>f ->^-L-'<y > (Bn- 

NHCO-SLV) £*§*:o 

FAB-MS (m/z) :45 1 (MH + ) B 

*H — NMR (<5> CD 3 OD) : 0. 94 (12H, m) . 1. 6-1. 8 
(3H, m) x 2. 15 (1H, m) , 3. 6 8 (1H, dd, J =1 0. 4. 

6. 1Hz). 3. 80 (1H, dd, J = 10. 4. 5. 5Hz). 4. 28 
(1H, d. J = 5. 5 Hz) . 4. 3 1 <2H, s) . 4. 34 (1H. t, 
J = 5. 5Hz)> 4. 50 (1H, d d, J = 10. 4, 4. 9Hz)> 

7. 2 1 (1H, m) . 7. 2 8 (4H, m) o 
HS6fl15 6 

N- (4 -7M*)V7 s--)V> 7i J jjJltf-fr-L— (r'J;b-L-D>f 
-LwQjy ((4-Ac) Ph-NHCO-SLV) PISSI 
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i\ n- (4 -7-t?^;U7i— )\S> t i J a^«K— t u;u-L-a>r •> 

;b-L-/<ij>((4-Ac) Ph-NHCO-S LV) £i#*: 0 
FAB-MS (m/z) : 4 7 9 (MH + ) 0 

! H-NMR (<5> CD g OD) : 0. 9 5 ( 1 2 H. m) N 1. 6-1. 8 
(3H, m)> 2. 16 (1H, m) , 2. 5 4 (3H, s) . 3. 7 4 (1 H. 
dd, J = 10. 4. 6. lHz)> 3. 8 7 (1H, dd, J = 10. 4, 

5. 5Hz), 4. 29 (1H, d, J=5. 5HzK 4. 40 (1 H, t, 
J =5. 5HzK 4. 52 (1H, m) , 7. 5 1 (2H, d, J = 

8. 6Hz)x 7. 91 (2H, d, J=8. 6Hz) e 
ISSfeflJ5 7 

N- (4-7xy^'>7x-Jb) 7S J fe'JJb-L-o>f > 

;b-L-'<U> ( (4-PhO) Ph-NHCO-SLV) (OmU 

t£K\ N— (4-7x;*v/7xi;l/) Tiy^^-^-L-t'J^-L-o 
>T->;l/-L— '<U > ( (4-PhO) Ph-NHCO-SLV) £*§*io 
FAB-MS (m/z) : 4 7 9 (MH + ) 0 

! H-NMR (<5. CD 3 OD) : 0. 94 ( 1 2 H, m) , 1. 6-1. 8 
(3H. m) x 2. 15 (1 H, m) . 3. 7 4 (1 H. dd, J =1 0. 4, 

6. 1Hz), 3. 86 (1H, dd, J=10. 4, 5. 5Hz), 4. 26 
(1 H. d, J =5. 5Hz)> 4. 3 8 (1H, t, J =5. 5 Hz) N 

4. 51 (1H, dd, J = 10. 4, 4. 9Hz) , 6. 92 (4H, m) , 

7. 05 (1H, t, J=7. 3Hz)> 7. 31 (2H. t. J=8. 5 
Hz). 7. 35 (2 H, d. J=9. 2Hz) e 



BNSDOCIO- <WO 971 1091 A 1_L 



t 
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-o<fS/;b-L-'<U > (E t 0C0 (CH 2 ) g -NHCO-SLV) ©lis 

L-o>f WU-L-'<»J XEtOCO (CH 2 ) g -NHCO-SLV) 
FAB-MS (m/z) : 5 0 3 (MH + ) 0 

X H-NMR (5. CDg OD) : 0. 9 4 (1 2 H, m) x 1. 2 4 (3H, 
t. J =7. 3Hz) . 1. 3 5 (2H. m) > 1. 4 8 (2H, m) . 1. 5 
5-1. 7 5 (5H. m) x 2. 15 (1H, m) > 2. 3 1 (2H, t. J = 
7. 3Hz) , 3. 11 (2H, t. J =7. 3 Hz) > 3. 6 6 (1H, dd. 
J = 10. 4. 6. 1Hz). 3. 78 (1H, d d. J=10. 4. 5. 5 
Hz) x 4. 10 (2 H. q) . 4. 3 0 (2H, m) , 4. 49 (1H, d d, 
J = 9. 8, 4. 9Hz) o 
fUfeflJ5 9 

(PhCO-NHCO-SLV) ®Wm 

>»/-f A^T ^ -/ *A/jK— L— b ';^-L-o>C ->A/— L— > (PhCO 
-NHCO-SLV) £*§/c 0 
FAB-MS (m/z) : 4 5 1 (MH + ) 0 

*H — NMR (<5. CD 3 OD) : 0. 95 (12H. m) . 1. 6-1. 8 
(3H, m), 2. 17 (1H, m) , 3. 80 (1H. dd, J =11. 0, 
5. 5 Hz) ^ 3. 9 2 (1H. d d, J = l 1. 0. 4. 9 Hz) . 4. 2 9 
(1H, d. J=5. 5Hz) N 4. 52 (2H. m) . 7. 51 (2H, t. 
J = 7. 9Hz). 7. 62 (1H. t. J=7. 3Hz). 7. 92 <2H. 

BNSDOCID: < WO_ 97 1 1 09 1 A 1 J _ > 
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d. J =7. 3Hz) e 

m&me o 

N- (3--hP7x-^) T ^ J ijJlstf— Jl- L --fe U )\,- L -o^f 
L-'<»J > ( (3-N0 2 ) P h-NHCO-S LV) ©IStg 

3--hD7x^MVv/7^-h^ffll\ HJg^J 5 4 £ 0ailwKl6«Ttt V ^ 
N — (3--hD7i-;l-) t^t^**— ;l-L-4r»J;l/-L-a-f i/j\,-L 
-a'>J> ( (3-N0 2 ) Ph-NHCO-SLV) £*ffc 0 

FAB-MS (m/z) :482 (MH + ) 0 

*H — NMR (<5 X CDg OD) : 0. 9 5 (1 2 H, m) . 1. 6-1. 8 
(3H. m) s 2. 1 6 (1H, m) x 3. 7 6 (1 H, d d, J = 1 0. 9. 

5. 5Hz), 3. 87 (1H, dd, J = 10. 9. 5. 5Hz). 4. 29 
(1H, d, J=5. 5Hz) N 4. 40 (1H, t. J=5. 5Hz). 

4. 53 (1H. dd. J=9. 8. 5. 5Hz), 7. 47 (1H, t, J = 

7. 9Hz) x 7. 62 (1H, dd, J=7. 9. 1. 8Hz) . 7. 82 
(1H, dd. J = 7. 9. 1. 8Hz)x8. 46 (1H. t. J = l. 8 

Hz) e 

mzm6 1 

L-y<U > ( (2-N0 2 ) Ph-NHCO-SLV) <Dm$l 

2-zf>D7i-Mvm-h^\ mmms 4 tmmzKfczrttew 

N — (2 -— hn7 i -;l) T x J t) )V$(—)\s— L — Hr D Jl/— L — o ■< i/jl/— L 
-><U > ( (2-N0 2 ) Ph-NHCO-SLV) Sr'fffco 
FAB-MS (m/z) : 4 82 (MH + ) e 

*H-NMR (<K CDg OD) : 0. 9 5 (1 2H. m) , 1. 6-1. 8 
(3H. m) > 2. 15 (1H. m) , 3. 7 9 (1H. dd. J = l 0. 4. 

BNSOOCID: <WO 87ll09lAl.t> 
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6. 1Hz) . 3. 84 (1H, dd, J = 10. 4. 6. IHzK 4. 28 
(1H. d, J=5. 5Hz) x 4. 39 (1H. t, J=6. 1Hz) > 
4. 52 (1H, dd, J=9. 8, 5. 5Hz) , 7. 14 (1H. ddd, 
J=8. 5. 1. 2, 1. 2Hz). 7. 60 (1H, ddd, J=8. 5, 
1. 2. 1. 2Hz)> 8. 12 (1H, dd. J=8. 5, 1. 2Hz), 
8. 33 (1H, dd, J=8. 5, 1. 2Kz) e 

L _,<ij> ( (4-Br) Ph-NHCO-SLV) cPfgSil 

-/<y> ( (4-Br) Ph-NHCO-SLV) &'&ti 0 
FAB-MS (m/z) : 5 1 5 (MH + ) o 

*H-NMR (<5. CD 3 OD) : 0. 94 (12H, m) N 1. 6-1. 8 
(3H, m) , 2. 16 (1H. m) x 3. 7 2 (1H, d d. J =10. 4, 

6. 1Hz) > 3. 8 5 (1H, dd, J = 10. 4, 5. 5 Hz) „ 4. 2 8 
(1H, d. J =6. lHz)> 4. 3 7 (1H, t, J =5. 5Hz)> 

4. 51 (1H, dd. J=9. 8, 4. 9Hz). 7. 31 (2 H, d, J = 

8. 5Hz) x 7. 3 6 (2 H. d, J =8. 5 Hz) e 

mrnme 3 

N- (4-xH^^J^7x^) T ^ J ft^—^-L-'fr U;U-L 
-o>f i/;U-L-'<D > ( (4-E tOCO) Ph-NHCO-SLV) OlgSl 

4 _i ^ ;l,t:-;l/7 x v ->7^ - h^fflv^ ^itefll5 4 il^tlic 
£££fTtt^ N — (4-J- h*:/*?^*-^*-^) 7;;*^b-L 
-*iJ;U-L-U'l'v';l'-L-'<U> ( (4-E t OCO) Ph-NHCO- 



BNSDCCtO. <WO_9711091A1_I_> 
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s l v) zmtzo 

FAB-MS (m/z) : 5 0 9 (MH + ) 0 

*H-NMR (5, CD 3 OD) : 0. 9 4 (1 2 H, m) . 1. 3 7 (3H. 
t, 6. 7 Hz). 1. 6-1. 7 5 (3H, m) . 2. 15 (1H, m) . 

3. 7 5 (1H. dd, J = l 0. 4, 5. 5 Hz) s 3. 8 6 (1H, d d. 
J = l 0. 4, 5. 5 Hz) . 4. 3 0 (3K. m) N 4. 3 9 (1H, m) N 

4. 52 (1H, m) > 7. 4 8 (2H, d, J = 8. 6Hz), 7. 9 0 
(2H, d, J =8. 6Hz) o 

N— (3-7^to7x-^) T$ y ^? L - 1 'J L - d •>;!/ 
— L — ^ 'J > ( (3-F) Ph-NHCO-SLV) CDgggg 

3-7Wo7x-;Kvi/7^-h^i\ mmrn 5 a t Rm\zR&*fftt 

i\ N — (3-7;^D7x-;i/) 7$;*;^-^-L-b'j^-L-D-fi/ 
j\,-L-'<V> ( (3-F) Ph-NHCO-SLV) £|§rt: e 
FAB-MS (m/z) : 45 5 (MH + ) e 

^H-NMR (5, CD 3 OD) : 0. 95 (12H, m) , 1. 6-1. 8 
(3H, m)> 2. 15 (1H, m) , 3. 7 2 (1 H, d d. J = 1 1. 0, 

6. 1Hz), 3. 86 (1H, dd, J = ll. 0. 5. 5Hz), 4. 27 
(1H. br d, J = 5. 5Hz) . 4. 37 (1H, t, J=5. 5Hz) x 

4. 51 (1H, dd, J=9. 8, 4. 9Hz). 6. 67 (1H, d d, J 

= 7. 9. 6. 7Hz)> 7. 0 0 (1H, d, J =7. 9Hz) , 7. 21 
(1H. d d, J = 1 1. 6, 6. 7Hz), 7. 3 5 (1H. d. J = 

1 1. 6Hz) e 

N — (3-^ h^->7x-;l>) T i y ft Jl^—Jl — L — -t? 'J jV— L — a<{ i/)l> 
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-L-^<'J> ( (3-MeO) Ph-NHCO-SLV) <Z>m$l 

l\ N- (3-> h + i/^x— 40 7$-/*A#iA-L-b«J^-L-o^f-> 
^-L-/<U> ( (3-MeO) Ph-NHCO-SLV) *'&iz 0 



^H-NMR (<5> CDg OD) : 0. 9 5 (1 2 H, m) . 1. 6-1. 8 
(3H, m) . 2. 15 (1H, m) . 3. 73 (1H, dd, J = 10. 4, 

6. lHz) N 3. 76 (3H, s). 3. 85 (1H, dd. J = 10. 4. 
5. 5Hz) % 4 . 28 (1H, b r) N 4. 38 (1H, t, J =5. 5 
Hz). 4. 52 (1H, dd, J=9. 8. 5. 5Hz) N 6. 55 (1H. 
dd, J = 7. 9. 1. 8Hz) N 6. 83 (1H, d, J=7. 9Hz)> 

7. 1 2 (2H, m) e 

L-/<»J> ( o-Me) Ph-NHCO-SLV) (Dgg&l 

3-yf;l/7xiM VS/T*- h£-ffl<<^ m&&\5 4 ±ffl&iz.m.fc : £'<7te*>\ 
N- (3->Wxi;l/) T ^ J fj Artf—As— L — "b U ft/— L — o-< Z/jV— L 
-'<U > ( (3 -Me) Ph-NHCO-SLV) *»fc e 

FAB-MS (m/z) : 4 5 1 (MH + ) 0 

1 H-NMR (fix CD, OD) : 0. 9 5 (1 2 H, m) > 1. 6-1. 8 
(3H, m)s 2. 15 (1H, *m) , 2. 28 (3H. s) > 3. 7 0 (1H, 
dd, J = 10. 4. 6. 1Hz). 3. 85 (1H, d d, J=10. 4. 
5. 5Hz). 4. 28 (1H, b r) . 4. 37 (1H. t. J =5. 5 
Hz) \ 4. 52 (1H. dd, J=9. 7, 5. 5Hz) . 6. 79 <1H, 
d, J =7. 9 Hz) . 7. 12 (2H. mK 7. 12 <1H. s) 0 



FAB-MS (m/z) : 4 6 7 (MH + ) 0 
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mmm6 7 

N — (4 a:— )V) 7 I J ijA+:-)l>-L—&*) Jl-L-aJ i/)l>- 

L -'<>)> ( (4-Et) Ph-NHCO-SLV) (Pgggg 

-/n'ij> ( (4-Et) Ph-NHCO-SLV) *ntz 0 
FAB-MS (m/z) : 4 6 5 (MH + ) 0 

! H-NMR (<5. CDg OD) : 0. 95 (12H, m) . 1. 19 (3H. 
t, J=7. 3Hz), 1. 6-1. 8 (3H, m) ^ 2. 15 (1H, m) > 
3. 7 2 (1H, dd, J = l 1. 0. 6. 1Hz) x 3. 8 5 (1H, dd, 
J-ll. 0. 4. 9Hz)> 4. 27 (1H, br), 4. 38 (1H, t, 
J=5. 5Hz). 4. 51 (1H, dd, J = 9. 8. 5. 5Hz)> 
7. 08 (2H, d, J=8. 5Hz) x 7. 25 (2H, d, J = 8. 5 
Hz) o 

N — (2 — rv^Db'^7x^) 7 * SjjJltf—Jl'-L-lzVJl'-L-aJ 
y/^t/-L-/<'J > ( (2-iPr) Ph-NHCO-SLV) CDgggg 

2 - f v y a t e ^ 7 i -;b-r v > 7 * - h * jb i, \ nmm 54 1 mm icrjs* 

fTWN- (2-'fvyDk , ^7i-;l') j^^^'-^-L-b'J^-L- 
o-T Wl'-L- »<U > ( (2 - i P r) Ph-NHCO-SLV) 
FAB-MS (m/z) : 4 7 9 (MH + ) 0 

! H-NMR (5, CDg OD) : 0. 95 (12H, m) , 1. 2 2 (6 H, 
d, J=6. 7Hz). 1. 6-1. 8 (3H, m) . 2. 15 (1H. m) . 
3. 18 (1H. m) > 3. 7 2 (1H. dd, J-ll. 0. 6. lHz)> 
3. 8 4 (1H. dd, J-ll. 0, 5. 5 Hz) x 4. 2 9 (1H, m) s 

RM^nOCID <WO 9711091 At I > 
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4. 3 9 (1H, t, J =5. 5 Hz) . 4. 53 (1H, m) , 7. 13 
(2H. m) . 7. 2 9 (1H, m) . 7. 4 0 (1H, m) « 

N- (2, 5-vM h4'>7x^b) 7;;^;^i/-L-t'J;b-L-o 
-f 5/*-L-'<«J > ( (2. 5- (MeO) 2 ) Ph-NHCO-SLV) OWS 

m 

Z'ate\.\ N— (2. h**>7x.=Jl0 7 5;**«Ki^-L- 

-L-o-f S/^-L-/<U > ( (2> 5- (MeO) 2 ) Ph-NHCO- 
SLV) tmtzo 
FAB-MS (m/z) : 5 1 9 (M + Na + ) e 

*H — NMR (<K CDg OD) : 0. 93 (12H, m) s 1. 6-1. 8 
(3H, m), 2. 16 (1H, m) . 3. 7 2 (3 H, s) > 3. 7 5 (1H. 
m) . 3. 8 2 (3 H. s) x 3. 85(1H, m),4. 2 7 U H. m) * 
4. 38 (1H. t, J=5. 5Hz)> 4. 51 (1H, d d. J=9. 8. 
4. 9Hz)> 6. 4 9 (1H. dd, J =9. 2, 3. lHz)> 6. 84 
(1H, d, J =9. 2 Hz) . 7. 7 0 (1H, d, J =3. 1Hz) « 

mmmi o 

N- (3-->7y7x-;i/) T i S jjjltf—Jl— L — Hr U As— L — P-f i/As— 
L -/*U> ( (3-CN) Ph-NHCO-SLV) <Pf8Si 

-/<U> ( (3-CN) Ph-NHCO-SLV) ^#^ e 
FAB-MS (m/z) :4 84 <M + Na + )« 

! H-NMR (5. CD 3 OD) : 0. 9 5 < 1 2 H, m) N 1 . 6-1. 8 



♦ 
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(3H, m) N 2. 16 (1H, m) . 3. 75 (1H. dd, J=ll. 0. 
6. 1Hz), 3. 86 (1H. dd, J=ll. 0. 5. 5Hz), 4. 29 
(1H. d, J=6. lHz).4. 38 (1H. t. J=5. 5Hz), 

4. 5 2 (1H, d d, J =9. 8, 4. 9H z) x 7. 3 0 (1 H. dd, J 
= 9. 2. 1. 2Hz) N 7. 41 (1H, t, J = 7. 9Hz), 7. 54 

(1H, m) . 7. 9 0 (1H. m) 0 

mmmi 1 

N- (3-y h^j/^;l/^7;;7x-;l/) T £ J jjjltf—jl- L -4r 'J 
Jl-L-a* i/)l-L-'<V > ( (3-MeOCONH) Ph-NHCO- 

SLV) vim 

3-^ t*i/t>ji,#-ji,T z j ji>4 vfr*- b&m^K nt&msAt 

jl,tf-ji,-L-**))l-L-v4 i/)l-L-'<V > ( (3-MeOCONH) 
Ph-NHCO-SLV) ZftiZo 
FAB-MS (m/z) : 5 3 2 (M + N a + ) 0 

*H — NMR (<K CD 3 OD) : 0. 94 (12H. m) x 1. 6-1. 8 
(3H, m), 2. 16 (1H, m) N 3. 7 2 (3H, s) . 3. 7 3 (1H, 
dd, J = 10. 4, 6. lHz)> 3. 85 (1H, d d. J=10. 4, 

5. 5Hz)> 4. 27 (1H, b r) N 4. 38 (1H, t, J=5. 5 
Hz). 4. 49 (1H, dd. J = 9. 8, 4. 9Hz) N 7. 08 (2H. 
m) . 7. 15 (1H. t, J=7. 9 Hz) x 7. 50 (1H. s) e 

N— (3-h l J7;l/^o^f;l/7x^.;l>) T J jj jV^sljv— l — -te D jv— L 
-a 4 >)l,-L-'<V > ((3-CFg) Ph-NHCO-SLV) 
3- K «J 7^DyfJl/7x-M V-m- h£ffl^> HlfeflJ5 4 i|^«|lw 



BNSDOClOt«WO „ 8711091A1_L> 



• * 



WO 97/1109. 1 PCT/JP96/02697 



RK*frtz\.\ N- (3-h'J7;l/*D^f^7z-^) 7;;*^-^-L 
_^ , } ji-L-aJi/Jlr-L -/<'J> ( (3-CFg ) Ph-NHCO-SLV) 

FAB-MS (m/z) : 52 7 (M + N a + ) 0 

*H-NMR (5* CDg OD) : 0. 9 5 (1 2 H, m) . 1. 6-1. 8 
(3H. m) x 2. 15 (1H, m) . 3. 75 (1H, dd, J = 10. 4, 

6. 1Hz). 3. 87 (1H. dd, J = 10. 4, 5. 5Hz). 4. 29 
(1H. d, J = 5. 5Hz)> 4. 3 9 (1H, t, J =5. 5 Hz) . 

4. 52 (1H. dd, J=9. 8, 4. 9Hz), 7. 24 (1H, d, J = 

7. 9Hz) . 7. 41 (1H. t, J=7, 9Hz) . 7. 51 (1H, d, 
J =7. 9 Hz) . 7. 8 4 (1H, d, J =7. 9 Hz) e 

mmm7 3 

N- 1 - + 7f-^T ^ >l-L—<zV Jls-L-uJ *) > 

(1-Nap-NHCO-SLV) <D&m 

l-t7fMVv/7^-h»^ fUfefll5 4 tmmzRJSZ'ate^ N- 
1 - + :7?-;bT S y *;l/dC— Jl-L— b'J^-L-n>f S/;U-L-'<U > (1 - 
Nap-NHCO-SLV) *ifc 0 

FAB-MS (m/z) : 509 (M+N a + ) o 

^H-NMR (5. CDg OD) : 0. 94 (12H, m) . 1. 6-1. 8 
(3H, m) . 2. 15 (1H, m) > 3. 7 8 (1H, d d, J = 10. 4, 

6. 1Hz) > 3. 9 0 (1H, dd. J = l 0. 4. 5. 5 Hz) . 4. 2 8 
(1H, br), 4. 4 5 (1H. t, J = 5. 5 Hz) „ 4. S3 (1H, 
dd, J = 9. 8, 5. 5Hz). 7. 43 (1H. d d, J=8. 5, 7. 3 
Hz). 7. 50 (2H, m) . 7. 66 (1H. d, J=8. SHz), 

7. 72 (1H. d. J=7. 3Hz). 7. 86 (1H, d. J=7. 3 
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Hz). 8. 0 5 (1H, d. J =7. 7Hz) c 

mxmi 4 

N- (3, 5 - h n 7 x-;b) 7 ; ; L - 1 'J L - p/f 

i/)l-L-'<*)> ( (3. 5- (NO,),) Ph-NHCO-SLV) CDfgS!! 



3, 5-^hD7i-Mv->7^-hiii\ nmms a tmm^ms&* 

Vft£\.\ N- (3. 5- v- hD7x^b) y *7>>U*^;U-L--fe IUU-L 
-d^*>;1/-L-'«J> ((3. 5- (NOg ) 2 ) Ph-NHCO-SLV) 

FAB-MS (m/z) : 5 4 9 (M + Na + ) e 

! H-NMR (5. CD 3 OD) : 0. 95 (12 H, m) x 1. 6-1. 8 
(3H, m) N 2. 16 (1H, m) . 3. 7 8 (1H, dd, J = l 1. 0. 

6. lHz)> 3. 89 (1H, dd. J = ll. 0, 5. 5Hz) x 4. 29 
(1H, m), 4. 4 2 (1H, t, J =5. 5Hz) N 4. 5 4 (1 H, m) . 

8. 54 (1H. t, J=l. 8Hz) . 8. 68 (2H, d. J=l. 8 

Hz) e 

-L-'<U > (3-Ac) Ph-NHCO-SLV) g>§g» 

3-r**Ji7*-ji"( v>T*- h^rffli\ nfems 4 tmmz&fot'ati 

i\ N- (3-7tf-^7i-;l/) T i J IjJltf— Jl-L— teU;b-L-o>f is 
Jl-L-'<*)> ( (3-Ac) Ph-NHCO-SLV) £'&iz 0 
FAB-MS (m/z) : 501 (M + Na + ) c 

! H-NMR (5. CDg OD) : 0. 95 (12H, m) N 1. 6-1. 8 
(3H. m) s 2. 15 (1H. m) N 2. 5 8 (3H, s) x 3. 7 5 (1H, 
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dd, J = 10. 4, 6. 1Hz) . 3. 87 (1H, d d, J = 10. 4, 
5. 5Hz)> 4. 2 8 (1H, d, J =6. 1Hz) . 4. 4 0 (1H, t. 
J =5. 5 Hz) . 4. 53 (1H. d d, J =9. 8, 4. 9H z) ^ 

7. 3 8 (1 H. t, J =7. 9H z) . 7. 6 0 (2H, overlapped) x 

8. 0 3 (1H. s) 0 

i/)if - h - / <^ y (4-jPr) Ph-NHCO-SLV) ®mU 

fftzw N- (4-^V^oh^7i-^) 7; J iJJl^Jl^-L— fe U^-L 
i/j\,-L-'<V > ( (4-iPr) Ph-NHCO-SLV) 
FAB-MS (m/z) :501 (M+Na + )c 

* H — N M R (6\ CD 3 OD) : 0. 95 (12H, m) > 1. 21 (6H, 
d, J=6. 7Hz)^ 1. 6-1. 8 (3H, m) ^ 2. 15 (1H, m) x 

2. 84 (1H. m) . 3. 73 (1H, d d, J = 10. 4. 6. lHz)> 

3. 85 (1H, dd. J = 10. 4, 5. 5Hz), 4. 27 (1H, d, J 
= 6. 1Hz) . 4. 38 (1H, t, J =5. 5 Hz) . 4. 52 (1H, 
dd, J = 9. 7. 5. 5 Hz) . 7. 11 (2H. d, J =8. 5 Hz) x 
7. 2 6 (2H. d, J =8. 5H z) 0 

Hffefll7 7 

N- (3 - (2 -ijJl^^OXT i K) 7 x-~Jl) t i ;*Jl>tf—J\'-L 
— frU^-L-a-r^U-L-^'J > (3- (Pht-NH) Ph-NHCO- 
SLV) <om$i 

HS6^J4 6©*ra(*iLT'fit>tlSN- (3-7;;7x-^) TlJiifrX 
0 - t - L — -t? 'J ;U- L -a-T ->^~ L -'<>J >- t -7*-** 
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SLtzik^ TFAT'ftLS-T^C £lc<i;*K BWi-T-SN- (3- (2-*7;U*4- 
•X>X7i K) 7x-;l) T ^ y#;U**^-L--t? U Jl-L-v<< UJl-L 
-/<'J> (3- (Ph t - NH) Ph-NHCO-SLV) £*§*: 0 
FAB-MS (m/ z ) : 6 0 0 (MH + ) 0 

! H-NMR (5s DMSO-dg) :0. 88 (1 2 H, m) ^ 1. 50 
(2H, mK 1. 6 4 (1H, m) . 2. 0 4 (1H, m) . 3. 4 9 (1H, 
dd, J=10. 4. 6. 1Hz). 3. 66 (1H, dd, J=10. 4, 
5. 5HzK 4. 09 (1H, m) . 4. 27 (1H, m) x 4. 40 (1H, 
m) x 6. 4 1 (1H, d, J =7. 3Hz), 7. 1 3 (1H, t, J = 

7. 9HzK 7. 22 (1H, t. J=8. 5Hz), 7. 5-7. 7 (3H, 
m) . 7. 71 (1H, s) x 7. 86 (2H. t. J=7. 0Hz) > 

8. 09 (1H, d, J =7. 9Hz), 8. 84 (1H. s) . 10. 24 
(1H, s) o 

nmw7 8 

N — (3-7^;UW^ K7x^;l^) J tum— ;b-L— trU;l/-L-p>T 
i/Jl-L -'<*)> ( (3-PhN) -Ph-NHCO-SLV) <Pg98g 

flJtefll7 7©SJSli> N— (3- (2-*^'+v/^>X7; K) 
Ti Jij)V#— )\,-L—lzV Jb-L-aJ i/;l,-L-'<l> > (3- (Pht- 
NH) Ph-NHCO-SLV) J^i: % N- (3-7*^ S K7x-;W T 
£ Jtjfr#s.A,-L — bU^-L-D'fi/^-L-^U > ((3-PhN) - 
Ph-NHCO-SLV) *&S$mt LT^fco 0 

FAB-MS (m/z) : 5 8 2 (MH + ) « 

! H-NMR (<5> CD 3 OD) : 0. 9 4 (1 2 H, m) % 1. 6 5- 
1. 7 5 (3H, m) x 2. 15 (1H. m) , 3. 7 3 (1 H. d d. J = 



t 

WO 97/11091 

10. 4. 5. 5HzK 3. 86 (1H, d d, J = 1 0. 4, 5. 5Hz). 

4. 27 (1H, d. J=6. IHzK 4. 38 (1H, t. J=5. 5Hz) 
.4. 51 (1H, dd, J=9. 8, 5. 5Hz), 7. 05 (1H, dt, 

J = 7. 3, 2. 0Hz) x 7. 4 0 (2H, m) , 7. 54 (1H, t, J = 
2. 4HzK7. 8 7 (1H, dd, J = 5. 5, 3. 1 H z ) x 7 . 95 
(1 H, dd, J =5. 5. 3. 1 H z) o 

N- (3- (3-*^^>X7i K) 1 T Z J tultf—fc-L 
— tr'J JU-L-a^'>;U-L-/<ll >(3- (Ipht-NH) Ph-NHCO 

-slv) <omn 

f;l/X7f^)fll\ E«l=ie£Lrt:SL TfriiVW&m* »»TTFAj8I 
nciia-^TN- (3- (3-*m^>X7; K) 7x-W 7;; 
*^«K— ^-L-« bU/U-L-o-f S/^-L— '<U> (3- (Ipht-NH) 
Ph-NHCO-SLV) «r»fc 0 
FAB-MS (m/z) : 6 0 0 (MH + ) 0 

^H-NMR (d\ DMSO-dg ) : 0. 8 6 (12H, m) x 1 . 5 2 
(2H. m) . 1. 6 3 (1H. m) > 2. 03 (1H, m) > 3. 50 (1H, 
dd, J = 10. 4. 6. 1Hz). 3. 66 (1H. dd, J = 1 0. 4, 

5. 5Hz)s4. 0 9 (1 H, dd, J=8. 5, 6. 1 H z) N 4. 2 8 
(1H, m)> 4. 4 0 (1H, mK 6. 4 3 (1H. d, J =8Hz), 

7. 19 (2H, m), 7. 3 2 (1H. d. J =7. 9 Hz) „ 7. 6 5 
(1H, t. J =7. 9Hz). 7. 84 (2 H. overlapped) . 8. 1 1 
(2H. overlapped) . 8. 1 7 ( 1 H. d, J = 7. 9 H z ) . 8. 5 0 
(1H. s) . 8. 8 5 (1H. s) . 1 0. 3 5 (1H. s) 0 
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mmm 8 o 

N- (3- (4-^M^'>^>X7; K) 7 ^—Jl) T i S ij)ltf—)l-L 
—tyjl-L-aJ >>Jl-L -'<>)> (3- (Tpht-NH) Ph-NHCO 
-SLV) OllgSS! 

(3- (4-*^'*^>t:7; K) 7i-;b) T i J ij jltf—jl,— L — -t? U 
^-L-n-fi/;U-L-^<U > (3- (Tpht-NH) Ph-NHCO- 

slv) znti 0 

FAB-MS (m/z) : 6 0 0 (MH + ) 0 

! H-NMR (<K CDg OD) : 0. 9 4 ( 1 2 H. m) x 1. 5 5- 

I. 70 (3H. m) x 2. 1 5 (1H, m) . 3. 7 4 (1H, dd, J = 

II. 0. 6. 1Hz), 3. 86 (1H, dd. J =1 1. 0, 5. 5Hz). 
4. 29 (1H. m)x 4. 4 0 (1H, t, J =5. 5Hz)> 4. 5 3 

(1H. m) . 7. 2 4 (2H. m) ^ 7. 3 3 (1H, m) x 7. 7 9 (1 H. 
s) . 7. 99 (2H, d, J=7. 9Hz). 8. 14 (2H, d. J = 
7. 9Hz) e 

mmms 1 

N — (3- (A -tDVtf* 1 K) 7^— ;l) T U ij)V^.=.)V-L- 

•fe»J;l/-L-o^ WU-L-><y > (3- (HO CO (CH 2 ) g -CONH) 

Ph-NHco-sLv) comm 

(3- (4-i3Jl"£*">-7?1-i K) 7xi;b) T S J tub*— Jl- L --fe 'J ^ 
-L-o-f Wb-LwOj > (3 - (HOCO (CH 2 ) 3 - CONH) Ph- 
NHCO-SLV) Z'&tZo 

FAB-MS (m/z) : 5 6 6 (MH + ) 0 
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*H-NMR (5, CD 3 OD) : 0. 9 4 (1 2 H, m) N 1 . 6 0- 

1. 7 5 (3H, m), 1. 9 6 (2H, m) > 2. 15 (1H, m) . 

2. 4 0 (4H. m) . 3. 7 2 (1H. dd, J = 1 0. 4. 6. 1Hz) . 

3. 8 5 (1H. dd. J = 10. 4. 5. 5Hz) . 4. 2 8 (1H, m) . 

4. 38 (1H. t. J=5. 5Hz). 4. 50 (1H, d d. J = 9. 7. 
4. 9 Hz) . 7. 17 (3H. m) . 7. 61 (1H, s) e 

u4' s*-L-'<»y (3-CH 3 (CH 9 ) ir CONH) Ph-NHCO- 
SLV) ©ISSg 

-L — feU^-L-o-f >;I/-L-'<V > (3- (CHg (CHg) 12 ~ 
CONH) Ph-NHCO-SLV) 
FAB-MS (m/z) : 662 (MH + ) o 

iH-NMR CDg OD) : 0. 89 (3H, t, J=7. 3Hz) . 

0. 9 5 (12H, m) . 1. 2 5-1. 4 0 (2 OH. m> . 1. 6 0- 

1. 75 (5H. m) . 2. 15 (1H. m) . 2. 34 (2H. t. J = 

7. 3 Hz) . 3. 7 2 (1H. dd, J = l 0. 4. 6. 1Hz) . 3. 8 5 
(1H, dd, J = 10. 4. 5. 5 Hz) . 4. 2 8 (1H, d. J =5. 5 
Hz) x 4. 3 9 (1H, t. J =5. 5Hz) . 4. 51 (1H, d d. J = 
9. 8. 4. 9 Hz) . 7. 1 6 (3H. m) .7. 6 2 (1H. s) 0 
^018 3 

^ vKKoT-OFas h PTP-BASg)fe^ffl^ 

nmm32(Di5mzm\ slvon*www* (io*m) oot-ha 
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